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venting and/or treating diseases such as pain. 



(57) Abstract: Carboxylic acid derivalives represented by the follow- 
ing general formula (I) and nontoxic salts thereof: (I) wherein R^ repre- 
sents COOK, COOR^ (wherein R'' represents all^l, etc.), etc.; A repre- 
sents allgrlenc, etc.; R^ represents alkyl, etc.; m is 0, etc.; B represents 
a benzene ring, etc.; Q represents an allQrlcnc-Cyc 2 (wh^cin Cyc 2 
represents a hctcrocycle, etc.). an alky(ene-o-benzene ring, etc.; D rep- 
resents O-allQ'lene, NHCO-allg^lenc, etc.; and R^ represents a benzene 
ring, a naphthalene ring, etc. Because of binding to PEG2 receptors, 
in particular, subtype EP3 and/or subtype EP4 and having antagonism, 
the compounds represented by the general formula (I) arc useful in prc- 
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-Cyc2x 

(ii) - (C l'-4T;i/=^ei^» -Z-Cyc3. 

(iii) -NR=^R2^ -S (O) pR2\ -NR2^C0R2\ -NR^^S 
10 OzR'^ j3<fct)?-NR^C0NR"R2=A>^^«^xS«fc:it3-CgJfe^tuTV> 
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(iv) C l'>'4T;i/=i=3piy (Cl~4) T;i/=r^5/s -NR2'COR2\ -CO 
R2«, -OSOaR^'x -NR23S02R2\*><J:ZJf-NR2"CONR^^R"^6 

15 (v)l-'5M©R^T!©lfe^ti-C43t)> iPO^CD5^HH©R"'t±ie^■r^©l 
f3iJiiL^©|feMJc:g^b-CV>S C 3 — 7 0#^^^> 3 ~ 6 MOSm 

(vi) 1 ~ 5 m<D R'^t^wM^ tix\,^^ifi$>^ \^^i±mm.^(o c s ~ 1 5 

20 m^3^s 

(vii) -T-Cy c 5s 

(viii) -L-Cyc6- 1^ -L- (C 3~6 ^'^Dr;V=^>'^) s -L-CHg 
- iC3'^6i/C^UT)l^)V) s -L- (C 2~4r;V=^PV» -Cyc6- 
2:j3J:tK-L- (Cl'-4r;V^V» ,-Cy c 6 -SiP^jgtS^xSS 

25 't's C3~6 5^^^^T;^=^e;W*l'-5M©R^°^z:J:o-r«^^^^Tv^S*»fea 
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(2) (i):7a.ydriy, 

(m)fc. KD:^i/ (Cl~4) 

(iv)C l'-4T;i/Zi^i/ (01-4) TJV^if-;]/^ 

5 (v)- (ci~4r;p^i/» -o-^>s?;k 

(3) (i)C2~6 7';i^^-;K 
(n) C 2 ~ 6 

(iii) 1 - SMcD^'Nn^r^M^c J:oTMIfe$tbTVAS c 1 - 6 r;i/^;K 

10 (v)-hDx 

(vi) -NR«'R". 

(vii) -C0NR^R3*. 

(vm)-S (O) p- (Cl~4) 7';i/^r~;K 
(ix)-S (O) p-CHFg. 
15 (x)-S (O) p-NR««R". 

(xi) - O - (03 — 6) TJV^-)W 

(xii) -0-CHF2. ^tdit 

( jdii) C 3 ~ 7 >> D T;i/^;i/^^t> U> 

R^^ttzk^-?s 0 1-4 -sOg- (01-4) :7';v:J|r;i/ ^ 3fe 

20 0 2 — 5 Ti^;i'*^t> U 

(c i~4:p;i/^^» -Cyc4^^fcu 

25 R^tiCl — 47';i/:^;V^}fe:ttCyc4:&at>U 
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R^i±C 1'-4 7';1/=^;K Cy c 4*feti- (Cl-'4T;]/^ly» -Cy c 

R^l±zlc^M^P> C1-4t;1/:^;K Cy c 4*^{± (C 1-'4t;1/:¥1/» 

-Cy c 4<^St)U 

5 R3°{±c 1 ~ 8 :p;b^r;K 0 1 — 8 Tji^^^i^^ 01-8 /np 

CF3> OCF3^ SCF3> CHF2X 0CHF2> SCHFg. tK 
2/7^ ^ — hD^ -NR"R''^ -CONR"R'\ ^;1/^;K 0 2- 

5:p$^;k nKn^aps^ (ci~4) t;p=^;k c i~4t;v=i=^$/ (ci-- 
4) 7';v=3[^;k c i~4T;i/=3p;V'5^;2i- (ci~4) t;i/=^;k - (ci~4 

10 -CONR'^R^s -SO^ (Cl~4) TJV^^W -NR^'C 

O- (Cl~4) T)V^)W -NR^SOg- (Cl-4) T)\^^JK 
'1';K :t=¥V. C3~7©#^j^^^^ 3~7McD#^^m^. - (Cl~ 
4T)]y^i^» -NR^^R^^ -M- ( C 3 ~ 7 CD#^j^^) *fcf±-M- 

15 R«'4iCD C 3 - 7 ©#m^^S:}3 itF 3 - 7 MO^^^^t*. 1-5 MOJfel 
T©(a)~(l)^3^■r*l3J:o-CM^fe^^^-CV^■t'bJ:v^ : 
(a) CI ~ 6 (b) C 2 ~ 6 T)]y^~)V. (c) C 2 ~ 6 (d) 

Cl'-6T;i/3:^i/, (e) CI ~ 6 T;1/=^;V5^:4-. (f)>'\P'j7*>M^, (g)CH 
F2^ (h)CF3> (i)-hn> (iy>T^^ (k)7jc^S> ; 

20 Mtt-O-x -S-x C l~4 7';^^l/>^ -O- (Cl~47;mrV>) 

-s- (Cl~47';p^v>') - (C l~4 7;v:3pv>) -0-. 
^fett- (c i-'4 7;w=3pv» -s-^&*t>u 

R'^:fe J^tFR'^'ti^tl^tT^fibA bT^ 2kmM^* fe« C 1 — 4 T;v:^;v*St> 

u 

25 Cy c 2{*1 — 5^CDR3°^c:«^:■^Tg^^^^-tV^S^&*feSV^^*^«m©C3 
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T?i-0-. -NR22_^ -O- (Cl~4:r;i/:^l/» -S (O) p- 
(C l'-4T;i/^rl^» *}fe:J±-NR*2- (CI -4 » 
15 t?U 

C y c 5 1± 1 ~ SMcDR^^tc: J;o-CMig|$tuTV\5 V^t*^«|(D 3 — 

Lli-0-*:fe:tt-NR^»-*St>U 
20 Cy c 6 - ll*.ie5'-riMJfi4J:0R'°-Ceift^n-tV>S7ai— 

Cy c 6-2iis l~5fflCDR^°ic:J:oTeig|$tbTV^S^^2bSV^^*^^fe® 
C 3 ~ 6 ©#3@^3g*^t) bs 

Cy c 6-3J±x l'-5M<^>R'''t:J:o-c®^^l^i^•tv^a*»feSV^^±«|gig|® 
25 C 7 ~ 1 5 cD#^ zi^g* }fcJd:H^S;j^m^?^^t> 

R^^*5J:i;fR"{i^n^Mii3i:bT. 7jc^M?. c l'-4 7';i/:^;w 7:n-;v 
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AS5^b"rv^SI^DM^fc:e^febTV^SR^°^±. R^CDgife^-e^SR-^^- 

(3) j^^M^s m^m'f':is^xmmm^ifi^mitti:hm^7^ 
J:— ^gr^^:fer^•r^ - (ch^) y-^mm,vx<^^\,\ 

R*°tt^ (a)C l-'8 7';mr;K (b) C 2 ^ 8 T^l/^^r -;v^ (c) C 2 ~8 :P;i/=3p 
20 -;K (d):r:^FV^ {o)J\U^>m'f. (i)CFs. (g)7Jc^^ (h)Cl-'6T 
(i) C 2 ~ 6 TJV^^Jl^^^S^^ (j) C 2 — 6 T)V^~?V:t^iy^ (k) 
0CF3S (1)-S (0) p- (Cl-6) TJl^^JW (m)-S (O) p- (C 
2 — 6) T;i/^r-;K (ii)-S (O) p- (0 2-^6) TJ]y^-JW (o)C2~ 
5r^;K (p)Cyc9^ (q)Cl-'4T;Pn=^p$/ (Cl~4) T;i/=r4r5/^ 
25 (r)/^D'5^>M^^ CFg^ OCF3. Tk^Sv i^y^^. C1~4T;H3^^x. 
-S (O) p- (C 1-6) T)U^)W Cyc 9. i3<ttJ?C 1 ~4T;i/Zid^i/ 
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(C 1-4) T;V:n^i^ifi^Mitfi:S>mi^r^it2m-vmm:^tiX\,^^Cl 

- 8 c 2 ~ 8 T)]/^-;v^rzi±c 2 — 8 7;i/^-;i/^^t)-rA^> 

4 C 2 ~ 5 S 0 2 ( C 1 - 4 s 7 airi;K *5 

J:t5:7xri;v (Cl~4) ~3fflt?®^fe^^^TV^ 
10 •r*>«J:v\ 

Rmci~4:r;b:3p;K C 1 ~4 C 1 ~ 4 CI 

-'47';i/zi^e^ (Cl~4) T;1/^;K /nD-^^M?. CF3. OCFg^ s 
15 CFa^ 7K^> ly-TJ^ C2~5TS^;K -SO^- (0 1 — 4) 

R^fis (1) ci-6 7;i/=^;k ^fci* 

(2) l-'5^@(^^R^^?igil$tlTv^Si^>^^sv>^ilillla^l©C3-'l 5o#^. 
R^iix (a)cl~6 7';WK (b)ci~6 7^;i/r3^^i^. (c)ci~6:p;1/^ 

{d)7^D'y>M-?^ Uy>T^. if)CFa. (g)CHF2. (h)0CF3^ 
(i)0CHF2x (j)SCF3. (k)-NR*«R'". (D-SOjR^. (ni)-NR" 
25 COR*\ (n)2km»x (o):^-^Vx (p) C 1 ~ 4 7';Un=^Sy (Cl~4) TJV 
=¥;i/s (q)CyclO^ (r)C l'-6T;i/^l/>-Cy c 1 0> (s)-CO-C 
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yclOx (t)-W-CyclOx (u)- ( C 1 - 6 T;i'=3p u » -w-Cy 
c 1 0> (v)-W- (C l'-6 7;V=^l^» -CyclOs *feJi(w)- (C 
l'-6T;i/=ap^» -w- (C 1^6T)l^vy) -Cycl0^^t>U 

5 bx 

R^°j±7K3^jl^* fctt c 1 - 4 bx 
R'*^i±7jc^J^?^fcii c 1 ~ 4 T;i/=¥;v<&^t) bs 
Cy c 1 Ol±^xr<D(si)'>-(3)icmirmM&if*^mi£n^ l~5M©^-t-Elfe 

gg> 3 1 2 M®^]©% b < it=m(Dmm^^t> b : 

(a)C 1~4T;V^;K (b)C2~5T2/;K (c)C l~4:F;Vi3arJ/, (d)/N 
P'i/'>'M^. (e)*^«. (f)-hD. (g)2/7'.^x (h)T^>x (i)CF3x (j) 
OCFa. 

15 WJi-O-x -S (O) p-*fe{±-NR«-^^*DU 

R^°ii7K^;i^^;fe«c i'-4T;wi'^^t)t- o ) -e^$n^*;v3i^>^M 

(2) ^n5»®]^;£r?gx a-to^ 

(3) ^ti^^mmm^tvx^mT^miii^mT^o 

20 

:*:^^t3:fev>T> c l~6T;i/=^;i/i:b-rJ±^5^;K ai5^;K rnif;K 
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^>5=-;w :t'^^j\^^^v^^ti^<Dmm^ 
5 *^0J{c:43V>Ts c 2~8:p;1'^— ;ui;bTJi3i7"— ;w rn^^M y 

::^h^rS^. '^>5^;i':t^2^x 
Tt^^t^. yh^->. ^>^)V:t^i^^ ^^iyJV:t^Sy^ ^y^M^S^^ :t 
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•:rt2\f)V9-:^s y'^Ji^^it^ ^>5^;i'5^:ts ^^r$^;i/5^:^x 
5 2^C%W^3^5V^T^ (C 1-4) T;1/=^;1/^ Lttt7 3i^;i/^^;K 

*^0^^c:j3v^•r. th*D:3{isy (ci-4) T;v=^;i/^bT{±t KD=3E^i/^ 

10 tt^oM-IS^^Sds^lf 6ti^o 

2{5:|ggB{c::feVNT> C 1 '>-4T;i/3:^ps^ (01 — 4) 7';i/:^;Pi: bTti^ «aj 

15 3f5:^^q9^c:43V^T^ CI ~ 4 (01 — 4) bTtt> 

20 >^5:^iaK::|3V^T^ Cl~4 7';i/n^i/ (Cl~4) L-C^±^ 
m^lt;< h^i^^ p< h=^S>':n h^^F-i/, ^ hdpS^rD7}<=3rS:^. pi h^r 
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:*:^R8lC:feV^T^ C 2 -6 T;i/>r- LTJi. ^'t' 1 ~ 2 -«J^ 
-^^W-rS3^^V>s hU^^V>s 7^h^^5^V>. ^>i5'p?5^V>, ^ 

-^*WrS3i^V>, hU^^l^Vs 5^h^^5^^>> ^>i5^.><5^1x>, ^ 

15 ifimu^ti^o 

2is:^^fc::^3V^T> C 2 — 5 b•ttt^ T-fe5=-;K rDl^;^n;K :^ 

20 ^^D^>^>^ ^^o^^1?-X i^i^u^>^>^ i/^u^^'k>^ 
^d7D:r^>^ ^:57D^>^>^ i^^D^:^-y->x t^^n^>7->^ 
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-f^Vs T^f5^^^>^ IfDUi^V^ l^pi;^^ ^ 

\:^^)V>^ y^^^i^y^ 5=-;r^;i/4^ u >x 

ii 2 M^*-r § 3 ~ 7 M ©ISffl^S^^ * ;fe ti-^ > >^ IS-^ b bu IB 
10 ^i:bT{±x -^JilKx Ti^Ui'X T-lf^i^>s l^DUS^x W'^^^\/US^ 

15 |«n5^:^-73i>, KD5^2|-7 3i>-l, T^h^tKn 

71— t Kn5^3i\f>- 1, ;r=3p■!^■yUi^>^ V:r=^^1?-V^ 

U2^>s 5^7'\/Ui^>x -r V5=-TV;:2^>^ h ^ t KD:^dp-b-$^>^ 71— 
t Kn:*-=¥t^-lf t^>x 7^ h^t l«O^TS^>^ 71— t KD5='7Hfl^>> ^71' 
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^-r^>N 7•^?5^2^>^ :r^-fe^>. 5^0^^ x trpue^vx trnyx 
tfu^x tru^^x tr^s^x t:^u$^>x tr^^^^^v^ 

10 i/^U^l/^>^ S^^D^^r-y-Vs i/^U^y^>^ t^i7U^>7'>^ 

15 i^DUi?>s i^PU>. -f^^\/u>> ^%ir^J^)v>^ 

tr^^$^>. ^;i/3hu>x 5=-:^-^;vjh u >s ^:^t:^>'> 
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2|s:^^K:^5V^■r. C 3 ~ 1 2 ©#^afe^VN{±-^©j^^^^ii> CS-l 

15 «s t/^uyu?^l/^ i/^uzf^^^ ty^u^>^>^ t>^^u^^V->^ 
^xn-TKzr^iy^ i/^u^>y^>^ J^^n^^ap-fev^ s^^o^:7'7^X ^^-^ 
X -Ot^V^ -f>^>^ 5" h^v'W h'D:^7^ V>x TXU 

20 l~2i00mfgMdF:fe«J:V/*fe«l^©milM^§'^*-rs 

3-1 2M©^lasl^ -mmQ^rc\tmi(Dmm^tcit=-m<DWMmx^:&*). 
7i?us^>> ;r=^2^^>. 5^>f^>> T-Jf5^$^>. ;r=^-fe^>. 5^ 

UTV— ;k ^h^y-;K t:';:^>. tfu^e^x hr^ut^v^ 
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if^^t^X ^;l'5t^U>^ U t:^>s ^:t\^^>s 

t KDlT'-tfl^^^ ^>\/>'7>s ^> 

D>x 7^h^>'W FD^^y u>> ^^h^.'W i<D-rv:?py ';>]gibs^{f 

*^B^ 1343V>T. 03 — 15 (D^M. § V ^ h C 

D7*D.>^>x S/'^D:/t$^>x $/^n^>^>x i/^n^dp-y-v^ $/^7p^:r 
^'Vx 5/^D^>5^>^ $^^D^df-fe>x i/^n^:r5^>x ^> 

15 :^5:^^tc::feVN-C. 3~ 1 5S©#^. -]gfe§V^ttH^0^^i:tt. 1 
20 If^yuS^X tr^VU>x 7^>x ^r^^iX bfD— ;K 

>s tr'-<.US?>x tT'^^i^x ^;i/5i^U>x ^::i-^;i/s}^ u >x tr^>N 
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10 ^DilbTtt^ ^J;ti^-C (R^°) -G-. -C (R^) ^-C (R^°) 

-CH=CH-. -C = C-. -G-C (R«) -C (R^) ^-Gs - 
NHCO-> -NR*°-^CO-> -NHSOg-s -NR^^^SOg-. -CONH 
-CONR^^^-. -SO2NH-. -SOgNR^"-^- ui±Os 1 

^fe{±2^^t)U Gt±-0-s -S-. -SO-. -SO2-. -NH-. 

15 -NR*°-^-. -CO-^^*)U R^°-MiCl~8T;Vdp;K 0 2 — 8 7;!/ 

:3p-;K -s (O) p-c i'-6r;i/^r;K -s (O) p-c 2-'6T;i/>^n 

;K -S (O) p-C2~6T;i/dr^;K C2~5TSy;K Cyc9. ^tci^ 
/^P'y>M^. CFg. OCFa^ 7K^. 01 — 4 -S (O) p 

- (01 — 6) Cy c 9:feJ:t5Ci~4:p;n3dpi/ (01—4) 

20 T)vzi^iyt!^^mi^fi^^i ^s.rzi±2mT!m^^ivz\^^^ c i~8t;ww 

c 2'-8:r;i'>Jr-;K ^fef*C2~8T;i':3p-;i'<&^t>t-o ) tmif^n^o 

vN-r ^ j: < x * feaj^^i* i - 1 2 mo R^^-esisi^n-c v^t * j; 

- [C (R^°) J 3-x - [C (R^°) J 4-N - [C (R^°) J 6-^ - [C 
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(R^°) J 6-^ -CH=CH-C (R^°) -CH=CH- [C (R^°) J ^ 
-C (R^°) u-CH=CH-C (R«) -C (R^°) u-CH = CH 
-> - [C (R^°) J 2-CH=CH-^ -CsC-C (R«) -C = C 

- [C (R^o) J 2-. -C (R«) u-C = C-C (R^°) u-^ -C (R^°) ^ 
5 -C = C-. - [C (R<'<') J 2-C = C-. - [C (R*') J 

- CC (R^°) J 3-G-> - CC (R^) J 4-G-. - [C (R^°) J 6 
-G-^ -G- [C (R^°) J 2-, -G- CC (R"") J 3-^ -G- [C 

(R**) J 4-x -G- [C (R«>) J 5-. -E-C (R«) -E- [C 
(R^°) u] 2-. -E- [C (R^^) J 3-. -E- [C (R^°) J 4-. -C 
10 (R*°) u-G-C (R^°) u-> -C (R*") u-E-C (R^°) -G-C 
(R^°) «-G-. -G- [C (R*-) J 2-G-. -G- [C (R*") J g- 
G-. -G- [C (R^) J 4-G-> -G-C (R«) „-E-. -G- [C 
(R^°) u3 2-E-. -G- [C (R^°) J 3-E-. -G-C (R^°) ^-E 
-C (R'"') -G- [C (R''°) J 2-E-C (R^) -G-C (R^) ^ 
15 -CH=CH-. -G- [C (R^o) J 2-CH = CH-. 
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V 

o 



H 

N. 




E^±-NHCO-^ -NR*°-^CO-s -NHS02-^ -NR^°-^S 
02-> -CONH-. -CONR""-^-. -SO2NH-X -SOgNR*"-^ 

10 - [C (R*°) u] 7-^ - EC (R^°) J 8-^ " CC (R^°) J 9 " CC 

(R*") u] io-> -CH = CH- [C (R«) J - [C (R^") J 6 
-CH=CH-. -C = C- [C (R«») J 6-x - CC (R«) J 6-C = C 
- [C (R^°) J e-G-. - CC (R^'') J - CC (R^°) J s 

-G-. - [C (R^°) J 8-G-. -G- CC (R^°) J e-s -G- CC 
15 (R*') J 7-> -Q- CC (R*°) J 8-s -G- CC (R*°) J 8-. -E 

- CC (R^°) J 6-. -E- CC (R^) J e-. -E- CC (R«) J 
-E- CC (R^°) J 8-> -C (R^°) ,-G- CC (R^°) J 5-. - CC 

(R"°) J 5-G-C (R^°) -C (R*o) «-E- CC (R^°) 4-. 

- CC (R*°) u] 4-E-C (R«) -G- CC (R^o) J 6-G-^ 
20 -G- CC (R"") J 6-G-. -G- [C (R«) J 7-G-> -G- CC 

(R^) J 8-G-. -G- CC (R*') J 4-E-> -G- CC (R^°) J 5 
-E-> -G- CC (R^o) J e-E-^ -G- CC (R«) J 7-E-. - 
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G- [C (R«) J 3-E-C (R^°) -G- [C (R^°) J 4-E-C 
(R^) 




l^f*: (E. Z. 2/>^. . (R. 
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5 [I] n*si*;feti2T*fe»). 

Qifis (1) (i)- (C 1~4T;1/=^V>. C2'-4T;i/'^^l^>^fettC2 

^4:p;i/dpr^V» -Cyc2. 

(ii)- (C 1~4t;V=3[^1/» -Z-Cyc3. 

(m)-NR2*R2^ -S (O) pR26, t/T^. -NR^^COR^^ -NR^^S 
10 OaR28^ *feJ±-NR2'C0NR^R25t:J;oTgil^tlTV>SC 1~4T;P 

(iv)C 1~4:p;P3^$/ (C1~4) -NR^^COR^^^ -CO 

R2^ -OSO2R28, -NR2'S02R2«:feJ:z;c_NR23C0NR^R25A^A,5g 

15 (v) l'-5M©R'°T!aiSl$ttT:feD> iJ^O-^^CD^ifc, l^CDR»°J±iej>-r^£D 1 

( vi) 1 ~ 5 moR'^x-mm^ V^ S V>{iMgm© c s - 1 5 

20 

(vii) -T-Cy c 5. 

(viii) -L-Cy c 6- 1> -L- iC2'^4T}V=^U>) -Cyc6-2* 
}fct±-L- (C l~4:r;i/^rV» q-Cy c 6-3-C^?)> 

D*s> (1) j^^M^s ^M^x ^M^*<fct5am^*^e»3g«tiSJ!^ 
25 ^l*fe{±2M*^^:fe^^a^iI-e2fe)D. ^©0I4'ic:-«3S'^*fc{±Haifg-& 
^^^TV^■t 0: <. ^fcj^mti 1 -4^® R^°T-®fe^ttTV>T^ J: < . 
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(2) ^mmi^^ ^mm^. m^m^is^xmnmi^ifi^mi^fi^mi's^ 
5 R^^ii-i^c^oT- (CH2) y- m^p. yiti'^4^mt>-ro ) 

[n] n*si^;feti2-??$»e)^ 

Q*Sx (2) 

10 (m)fc HP=3Fi^ (c i~4) t;i/^;k 

(iv) c i~4t;i/i3^S/' (0 1-4) t;i/^;k t.itit 

(v) - (C l~4 5';i/d[^l/» -O- (C 1~4T;1/:3|^1x» -Cyc7T?fe 

^WC4^J;<> ^ife^g^Jil-l 2^CDR-«'■^fM^ft$tl■tV^T^l J;<x ^ 
5>{3^iipj3> R'^SiS'^bTV^SP^Ffc:®mbTV^^R^°{±. R^CDS^tt 
T?$.SR^2i:-i^K::&oT- (CHg) y- (SfJ'. yttl-4^at)-ro ) 

20 Era] n*si*fett2T!a5D> 

Q}bs> (3) (i)C2~67';i/'^-;K 

(u)C2'-6t;i/=^— ;k 

(iu) 1 ~ 3 fflO^N D >y J: o Tglfe^ n-C C 1 ~ 6 T)V^JW 

25 (v)— hD^ 

(vi) -NR^3R34^ 
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(vii)-CONR^^E^s 

(vm)-S (O) p- (0 2-4) 7;i/4r-;K 

(ix) -S (O) p-CHF2^ 

(x) -S (O) p-NR^^R'\ 

5 (xi)-O- (C3~6) 7^;i/dp-;K 
(xn)-0-CHF2. *>fet* 
(xiii) C 3-^7 ^^U b X 

DAS. (1) ^mm^. w^m^. mmm'?':iBXifmn^=i^ti'^mitfi?>m 

[IV] nASO-r^b> 

DAS. (1) m.mm'?'. mmm^. mmm's'isxxmMm^ij^^mi^s^ti^m 

15 ^^^^?v^T%J:<. *fe^mttl'-4M©R*''-cgiSI$tLTVNT*J:<x 

(2) ^Mm^s mmm"?. mmmi^^^xmnrn'^-ti^^mitn^m^s^ 

J;<> 2M©R*°-egife$ti-cvNT^<J;<> ^e,t3a 

20 R«^i-^{c::&ot- (CH2) y- mfp. yttl'-4*^t>-ro ) ^Jl^fig 

[V] nifiO. l^}fcf*2T-^Dx 

QAS. (1) (i)- (C l'>'4T;i/^Vy. C2'-4T;1/'^— V>^:fe:ttC2 
'>'4T;mr^V» -Cyc2s 
25 (a)- (C l~47';i/^U» -Z-Cyc 3. 

(m)-NR^R"s -S (O) pR2^ 2/^^. -NR^^COR^^ -NR"S 
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(iv) C 1'-'4T;1/3i:?PS/ (C1--4) T;V=rd(^2^> -NR"COR''\ -CO 
R^> -OSO^R^^s -NR"S02R^:feJ;r;f-NR2«CONR2*R28*^t,3l 

5 itn^m^ 

(v) l-SMOR^T-glfe^nt^SDx d^-^^CDd^ IMCDR^^'tt/^-r^O 1 
{5im®ffig{3g|g| br V ^ S C 3 ~ 7 CD^^^S. * J* 3 - 6 * <Z)#^ 

( vi) 1 ~ 5 R '°T*S^^ tLT V > S ^ V N {i^gilCD C 8 ~ 1 5 (D^m^ 

(vii) -T-Cy c 5s 

(viii) -L-Cyc 6- 1. -L- (C2~4:p;V^1/» -Cyc6-2^ 
fe{±-L- (C l'-4T;i/=^rl^» q-Cyc6-3, 

15 (2) (i)7 3l>':^S/, 

(m)bKDdp$x (ci-4) 

(iv) ci~4 7';m^ri^ (01 — 4) 

(v) - (C l'-4 7';p^l^» -O- (C 1-'4t;1/=¥^» -Cyc7x * 

20 

(3) (i)C2~6 7';i/-5r-;K 

(ii) C 2 ~ 6 ;k 

(iii) 1 — 3«©/^□'y >M^{c: J: ■3TeJfe^ti-cv>s c 1 — 6 T;m^;K 

25 (v)^hn. 

(vi) -NR^^R^s 
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(vii) -CONR«^R". 

(viii) -s (O) p- (C2-4) 

(ix) -S (O) p-CHF^s 

(x) -S (O) p-NR^^R"> 

5 (3d)-o- (C3~6) t;u=^-;i/> 

(xii) -0-CHF2x ^tc^ 

(xiii) C 3 ^ 7 e^tJ' D TJ)/^)]/l!l& t) ^ 

Difi. (3) ^^i^^x M^il^s ^Jl?*?J:tKm«M^iP^^iins;i 

10 ^^T•V^•r % J: < ^ ^tc^mmit 1-2 OM0R^°-effiSl^tlT V^T % <}; < s 
^ ^ R ^*S3f&^ b t SM^tigm b-r v> ^ R«{±. R « (DWrnM 

X':^^R*^il~mztj:-:^X- (CHg) y-^?^^^bT^fe J;VA'fb'^*s^{f e> 

tJrS Era] T#^^^^S^ti•^4'^ D*s-NR*«-*CO-*fc?i:-N 

•oQ:^)$i~3j@cD/ND>r>M^{-J:o-ca^^n-rv>?.c i-^btjv^ji^ 
i^^-ry^tcit^hi^'G^^ms Af*(i)^?S'a-N (ii)c i-'6r;i'=^^>^ (iii) 

C2^6TJ\y^=i]y>^ (iv)C 2~6 ^'^l/^— (v)-0- (Cl~37 
;i/^rW» > (vi)-S- (C1-'3T;V=3p^» > (vH)-NR='°- (01-3 
20 T>>V^U» > (viii)-CONR"- (C1~37';V=^FV» s (ix)- (CI 

-'3 7';i'^^» -o- (c i~3r;i/=^i/» . (x)- (c i-'STJV^u 
» -s- (c i-'3 7;i'=^v» X (xi)- (c i-3 5^;i/dpv>') -nr^^ 

- iC1^3T)V^U» ^ (xii)- (C1'-3T;V^V» -CONR"- 
(C1'-3TJV^V» . (xui)-Cycl. S}fe:{±(xv)-Cyc 1- (CI 
25 ~4T;1/=^1/» T-feSo 

Mia [V] X'm^^fl^it'^^. DAS-NR^°-^CO- (C5~6 
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c 5 ~ 6 Tj\y^ u xommitmnrnti^. $» -s vnj* c i ~ e T;]^zi^i/i!m 

ift^ti-C*5t)s ^P•::^Q*sl~3M©^^D'y>Ji[^K:J:oTfiig|$nTV^5C 
6 7;i/:arV>, (iii)C 2-'6:p;V'5r-^>, (iv)c 2~6 i^X (v) 

-0- (Cl-'3:r;i/^rV» s (vi)-S- (Cl~37';i/=^l/» . (vii)- 
NR^- (C 1 — 3T;l/:^P^»^ (viii)-C0NR2^-(C 1~3t;1/#1^». 

(ix)- (ci~3t;i/^v» -o- (c i~3:F;i/^rV» . (x)- (ci 

-^STJV^U^ -S- (C l~3T;i/=?rl/» ^ (xi)- (Cl-ST;!/^ 

-NR2°- (C l~3T;i/^rV» . (xii)- (C 1^3TJV^\y» 
-CONR^^- (C l'-3T;i/:3j.vv) ^ (xiii)-Cycl. *fett(xv)-C 
y c 1 - ( c 1 ~ 4 5';v=3f^ V » t?a&ao 

[I-l] n*5 1*;fe:{±2"efet). 

Q*J. (1) (i)- (C l'-'4T;mrl^>. C2'-'4T;i/'5rni/>^:l^}iC2 

~4T;i/dp-lx» -Cyc2^ 

(ii)- (C 1~4:f;V:^1/>) -Z-Cyc3^ 

(m)-NR2''R2\ -S (O) pR2\ S/T'^^ -NR"COR2\ -NR^^S 
OiR^^ *fef*-NR2»CONR"R2''tc:a;oTMife^n-CVNSC i-4t;v 

(iv) C l~4 7'>'l^zi:^S^ (Cl'-4) T?\^:D^i^^ -NR^^COR^^ -CO 
R2«, -OSOzR^. -NR2^S02R=^:j3J:t>'-NR'^'CONR2<'R2Si>^^ 

(v) l-SM^R'^Tgigl^tUTiJiJx lffi®R'°J±iejr^0 1 
&lik^<D^Wi^Wm UTVn;5C3'-7 CD#^|^^. * i± 3 - 6 M 
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(vi) 1 ~ 5 j®©R^OT•S^^l^tl•rv^S}&^^SV^^i^®ft^DC 8~ 1 5 ©#^^ 

(vii) -T-Cy c 5^ 

5 (viii)-L-Cy c 6- l^ -L- (C2'^4T)\/^U» -Cyc6-2*3 

D*^^ (1) mmm^. ^m^^. MmM-?*3J:imitii^i&^e.^«tisM 

^^Ay-r V>T *> J: < ^ ^ fc3EB®0i± 1 ~ 4 iS© R^°-e®|fe^ V^t % J: V^>^b 

10 

[1-2] ni>si*;fe:t±2-CfeDs 

QAs (1) (i)- (C l~4 7';i/^lx>, C2~4T;i/'5r^l/>^fe{±C2~ 
4T;1/:^— -Cyc2s 
(ii)- (C l'-4T;i/=3flx» -Z-Cyc3^ 
15 (iii)-NR^R''^ -S (O) pR2% S/T^'x -NR"COR''^ -NR'^'S 
OzR^^ *fe^±-NR'''C0NR^R^fc:J:oTSm^tvTV^SCl~4T;^ 

(iv) Cl~4T;U3J:^^ (Cl~4) -NR2«C0R2\ -CO 
R^«x -OSOgR^"^ -NR«'S02R*«*5J;tr-NR^CONR^R"**^,3S 

20 

(v) l~5^0R'°-rgm^nT*5?). dP»0^©at. lM©R'°{±<^>-r^© 1 

iiLmi^(Diim.i^nm\^x v^ § c 3 ~ 7 ©#^j^m^. ^ fc« 3 ~ e mc^Mm 

(vi) l-'5M©R^°T?giei^ttTV>^A*^SV>«^g|g|©C8'-l 5©^^. 
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(vii) -T-Cy c 5s 

(viii) -L-Cy c 6- l^ -L- (C 2^4:TJ]/^]^» -Cyc6-2* 
iti±-L- (C l-'47;i/^V» q-Cy c 6-3T?feD> 

T-feSR«2l-i^tc::feoT- (CH-,) y- (X^fx y {± 1 ~4 ^^t^-To ) 
SJi^fig bT % J: I ^'f b-^t ^ S o 
10 :^mmh^^mt>ir-m^ ( I ) tt»x bv^A 2; bt(±> 

(ii) C l~4 7';i/=^lx>s 

(iii) C 2 ~ 4 :p;i/>^— 1/ >s 

(iv) 0 2 — 4 U >s 

15 (v)-o- (ci'-2:p;i/:api/» , 
(vi)-s- (c i~2t;i/^i/» X 

(vu)-NR2°- (Cl~2 7';i/=3plx» , 
(vm)-CONR2^- (Cl'-2T;mrl'>') > 

(ix) -CH2-0- (Cl~2T;V=3j^V» X 
20 (k)-CH2--S- (C 1~27';V=3E^V» . 

(xi) -CH2-NR2'>- (C 1~2T;1/^1/» . 

(xii) -CH2-C0NR"- iCl--2T)V^U» , 

(xiii) -Cyclx 

(xiv) - (C l~27';i/^V» -Cycl> :i3J:tJ' 

25 (xv)-Cycl - (C l--2TJV^\y» t^mif^fl^o 



33 



wo 03/016254 



PCT/JP02/08120 



-0-CH2-> -O- (CHa) -CHa-O-CHg-^ -S-CHj 

-> -S- (CH2) 2-^ -CH2-S-CH2-^ -NR20-CH2-^ "N 

R*°- (CH2) 2-. -CH2-NR2°-CH2-> -CH2-7a.^;K -C 
ONH-CHz-Tab-So 

t^^n^^'9->^ i/^D^rr^^^ 5/^d^>5=^>^ $^^D^:3s="fe 
X ^^u^yy'y^ ^>-lf>, ^>7^>, ::^:7i5^l^>, -I'V^V. 
7W ^•D:^7a^l✓>, 7'XU>^ Ti^Ue^>^ T-l? 

i^-^^-fe^S'X ^oLifi^^ t:DUs^>> trDU>^ ■^'^^\/yx 
e^US^>> ^;i':^U>s >^ tf^>s 5^;^-tr7 

>yi^:r=3pt>->N 5^3^yifU5^>. -f^KUVs -fV-OKUVs 1, 3- 
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(1) (i)- (C l-'4P';i/dei/>^:fe:{iC2~4T;V'5r-V» -Cyc2. 
(ii)- iC1^4'rjV^U» -Z-Cyc3> 

{ffi)-NR^R"> -S (O) pR2«, -NR2«COR2\ -NR"S 

O^R^. *fe{i-NR2''CONR"R26^c:J:^X®ife^nTV^-i»C 1~4T;1/ 

(iv)C l~4 5';pn^S^ (Cl~4) T;\/Zi^i^^ -NR*«C0R2^ -CO 
R^'x -OS02R2\ -NR2»S02R^43J:Uf-NR2''CONR=»*R2«*^^,^ 

(vi) l~5i@OR30T*em^tL■rv^:2,*^a5-5V^^±^e^^®C7'-l 2<Z>#^. 
=M<D^mm. *yfe(i7~l 2«CD#^ -^©^tm^. 

(vii) -T-Cy c 5s 

(vui)-L-Cyc 6- Is -L- (CS-^Bty^^tiTJV^JV) ^ -L-CHg 

- (C3'-6^'^D:r;i'=3i^;i/) s -L- (0 2-^4^;^^^:^) -Cyc6 

-2:feJ;tJ?-L- (C 1 -4 q-Cy c 6 -3**?>M«nS^ 
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(2) (i):7aiy^i/ 

(iv) C l~47;V=iJp>> (Cl~4) TJV^^iy. 

(v) - (C l~4 7';i/=^l'» -0-^>i^;K 

(3) (i) c 2 ~ 6 7;V'^-;k 
(a) c 2 ~ 6 T;u=?p-;k 

(iii) l~3jS(^)>'^D>y>il^^c:J;^TSi^l^^^T^/^-5C 1~65^;1/:^;K 

(vi) -NR3»R*»^ 

(vii) -CONR33j^34^ 

bl^Q*> C y c 2 J± 1 ~ 5#©R8°fc: J:oTg|fe^nTVA-5*»fe:S VN 

ji^isMii© 0 3-12 cD^^. :rmo^mm. * (± l - 4 ^©^M^^ 

l'-2j®©^^j^^*;J;tJf/*feJi lM©S^ltM^&^#-r§ 3~ 1 2MO 

s^^^D's^'t^v^ $^^'d^>5=^>^ 

D^dp^r>^ ^^^D^r^^V^ -f>7*>x i-y'$f\y>^ -f>^r>x 

T^b^v'N-f h-D:^:7^l/X TXl^>^ :t^->^>. ^^-f^Vv 

iP-ifg^S^^, ;r=^p-fe^X 5^J^i5^X \^uVi^>. l^D>J>x ^^^/U>. 

t-^s^>. H-^«;s^>, u >s i^^>. 
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C y c 3 J± 1 - 5 ^©R^tei.koTglfe^ti'r V>S**^SVA{±Mgm© C 

3-1 2 — ^©j^^]^^ *fei±l~4M®M^M^s 1-2^0^ 

mM.l'^^1^/i^tz.\± 1 ^©?gS«M^?&^^-r -S 3-12 M©#^> ^© 

i^^n^^r-b-v^ i/^'D^7'^>^ ^^D^>5^>^ i^i^xj^^-b 
>^ t/^D^r5^>^ -Ot^Vs >r>^X 

.'W h*Dr>-:7t$^l/>, TXl/X THf 

}^uVP>^ b:oU>^ ^^^^\/>;>x -Y 
^^^/Ui^>. tf^yu>^ 7^>^ 5=-;r7 3i>^ l^D— ;k 

tr^s^>'> t^'^Ui^^x e^^^^x ^;i/5hi;>x 5=-2^^;^*u>^ b:^>. 
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J;?)^?*bv>cD{i^ s^-i7uyu/'i>^ iy^u^^V->^ ^>-tfx 

— ;K -i^W—M tr^^/— ;k h-UTV^— 

;W t^US^>> IfU^^x ^;i/5j^U>x -OK— 

C y c 5 1 - 5^<DR«'t3J:o-ceife^tiTVN3A^$>S 1 
~ 4M®amM^s 1 ~ 2 fflO^^m^Pcis ^V^X^itit 1 ^Hcoa^M^*^ 
#-r S 3-12 M©#^> ^3g®^^^;()S$f * U < ^ Mimizi^TP U >s 
:^=3pS^^>s THf5=-^>^ ::r=¥H2^>> 5=-J^^5^ t^PUi>>x 

trnUX 'f^>ryu>> >f $^S^\/Ui^>> l^^\/UX 7^ 

ifUi^Vs i^i;^s^>, i^^Ui^v^ i^-^^i^>, ^;i/7^';>, 

ifU^s^x t^7:^>^ if^^i^x ^;vji>u>. -Y^K— ;k ^>\/-y$ 
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:^mMih-^^mt>-r-^^ (I) j?*bVNDi:bTJ*x (1) 

^tji^mmmom^it. -ch^-. - (CHa) 2-. -ch=ch-. -c 

= C-. -0-. -NH-> -CO-x -O-CH2-. -CH2-O-. - 
CONH-. -NHCO-. -NHSO2-. -N (CH3) -SOg-^ -S 

(2) j^^-?. ^m^s ^^^*5ct^«^il^>^p^,iS^^^^J2>M^3'-6 

- (CHa) 3-, - (CH2) 4-, - (CH2) 5 
-X - (CH2) e-x -CH=CH-CH2-. -CH = CH- (CH^) 2 
-X -CH = CH~ (CH2) 3-s -CSC-CH2-. -C = C- (CH2) 2 

-c = c- (CH2) 3-. - (CH2) 2-0-. - (CH2) 3-0-. 

- (CH2) 4-O-. - (CH2) 6-0-. -O- (CH2) 2-x -O- (C 
H2) a-. -O- (CH2) -O- (CH2) 6-^ -O-CH2-CH 

(R^) -0-CH2-CH (R^o) -CH2-> -O-CH2-CH2- 
CH (R^o) -0-CH2-CH=CH-. -O- (CH2) 2-CH = C 
-NR^'^^- (CH2) 2-. -NR^^- (CH2) 3- -S- (CH3) 2 
-> -S- (CH2) 3-> -SO2- (CH2) 2-x -SO2- (CH2) 3 
-CHa-NHCO-x -NHCO-CH2-> -NR*°-^CO- CHg-s 
-NHCO-CHR*°-. -NHCO-C (R^°) -NHCO- (CHg) 2 
-X NHCO-CHR^°-CH2-x -NHC0-CH2-CHR*°-x -NH 
CO-CHR^-CHR*"-. -CONH-CHa-x -CONR^^-CHa-. 
-CONH-CHR*>-x -CONH-C (R«) ^-^ -CONH- (CHg) 2 
-X -C0NH-CHR*°-CH2-N -CONH-CHR""- (CH2) 2"^ 
-C0NH-CH2-CHR*°-. ~CONH-CH (R"") -CH (R*°) 
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-NHSOa-CHj-N -NR^^-^S Oj- CHg-x -NHSOg-CH 
R^»-, -NHSO2-C (R«) 2-, -NHSO2- (CH2) 2-. NHS 
02-CHR*°-CH2-. -NHS02-CH2-CHR«-s -NHSOg- 
CH (R"") -CH (R^°) -SOgNH-CHg-. -SOgNR^^-^-C 
H2-> -S02NH-CHR^°-. -SO2NH-C (R^) 2-. -SO^N 
H- (CH2) 2-x SONHa-CHR^^-CHg-. -SOgNH-CH^- 
CHR4°-. -SO2NH-CH (R^°) -CH (R"'') -CH2-O-C 
H2-. -CH2-O- (CH2) 2-^ - (CH2) 2-O-CH2-. - (C 
H2) 2-0- (CH2) 2-- -O- (CH2) 2-0-x -O- (CH2) 3 
-0-. -O- (CH2) 4-O-. -O-CH2-CH (R") -CH2-O 

-O-CH2-CO-. -0-CH2-NR''°-i-x -O- (CH2) 2-N 
R4o-i_^ _0_ (CH2) 2-NR^°-^-CH2-. -O- (CH2) 3-NR^°-\ 
-O-CH2-CH2-NHCO-S -0-CH2-CH2-NR''°-^C0-> - 
O-CH2-CH (R"") -NHCO-x -O-CH2-CH (R«) -NR-^^i 
C0-> -0-CH2-CH2-NHS02-S -O-CHg-CHa-NR^i 
SOg-. -O-CH2-CH (R^°) -NHSO2-. -O-CH2-CH (R^°) 
-NR-'o-^SOz-N -O-CHg-CONH-x -O-CHg- CONR''°-^ 
-X -0-CH2-CONH-CH2-X -O- (CH2) 2-CONH-CH2 
-X -0-CH2-C0NR«»-^-CHR«'-s -O-CHg-NHCO-CHg 
-X -O- (CH2) 2-NHCO-CH2-X -O-CHg-NR^^^CO-CH 
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■^f>v -^ri^ ^ri*^ -^M^ 

O 



H H H H 



^ ^ "^c:- 




(3) ^i^M^s mmm^^ m^mi':^^v^mmm^if^^mitti^m'f7'^ 

1OM*^€»^C^^0©:^I*. - (CH2) 7-. - (CH2) 8-x - (C 
H2) 8-. - (CH2) -O- (CH2) -O- (CH2) 

-O- (CH2) 8-> -O- (CH2) 8-. -NR*°-^- (CH2) - 
NROo-i- (CH2) 7-. -S- (CH2) e-> -S- (CHJ 7-. -S 
O2- (CH2) a-. -SO2- (CH2) -NHCO- (CH2) 6-. 

-NR*°-^CO- (CH2) 5-, -CONH- (CH2) 5-N CO-NR^«^^ 
- (CHa) 6-x -NHSO2- (CH2) 6-, -NR*°-»S02- (CHa) 5 
-SO2NH- (CH2) 5-. -SOaNR^"-^- (CH2) -O- 

(CH2) 6-0-s -O- (CH2) e-0-. -O- (CH2) 6-NR^°-i-. 
-O- (CH2) 6-NR^°:i-, _o_ (CH2) 4-NHCO-. -O- (C 
H2) 4-NR*°-^CO-. -O- (CH2) 4-CONH-. -O- (CH2) 4 
-CONR^°-^-. - (CH2) 6-0-^ - (CH2) 7-O-. - (CH2) 8 
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-0-. - (CH2) 9-0-. 




5 -ivy^JK ^h^i^. rnjjfdpi/^ ^h=¥S^^ ^ h^i^pi^^;!/. 
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KDapi/3^^;i,^ s^7'yp<5^;K $/t^D 
R^©e^t-$)aR'''i:— J^ic^^c^T- (CHa) y-^mm,ir^mMh 




:^^mih-^fp^ bV^R 3 i: ( 1 ) C 1 ~ 6 T^^l/^M 

(2) l-'5M©R'»2Tgm^^^TV^^*^fe^V^tt«IMIfe0C3'-l 2 0^3©. 

r^;K 'i'vr^;K t-r^5^;K ^>^;k *sv^^±^#i^;K * 

fcH: ( 2 ) 1 ~ 5M©R*'*-r®ll^tuTV>S3&>fe;2»V>»g|fe©S/'^ nrn/i 
>^ J^^^d:?'^'^^ $/^;7d^>^57>> 2/'^^^^dpi^>, i^tJ^n^T'^Vx 2^ 
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:t^i^^>^ T-iz^py^ :i-^'{z^>s tTDUi^X 

5 tru^^x ifu^i?>x tf^^x t!^us^>. tr^^i^>^ 5^h^tKD 

^57Dx'>, ^yUV. 'fV:3[^yU>^ =¥:^\^U>x 7^h^>'^ 
J; D * uv^cDt±^ ( 1 ) r D t:;K v t'd i^;k :::^5^;k v :r5^;K 

>x ^;i/>^u>x ^>^/7^>x ^>y^:;^7 3i>x 'f>h'— ;k -^vv^-r 

^ Kn^y u^x T^h^/w KD-f v#>' u>x ;k 73l>':^•t^ 

-jiSS: (I) T^^ttS2|5:^«i'rb^*x :a^*:6<J5&:<b-^i:UTiix mm 
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5 h^;^^?\/T>^—^A^ h U3^5^;i/7'^>x 

10 mmaM\±mB(Dt3:\^\ 7K^®%©*5^f^bV^o ?S^5S;^ftSpJeiiUT 

20 ^tL^o 

(1) — JiSS: (I) -e^^ti^sfb-^tKo^Tbx R^ibscooHStf^s-fb-^s 
(la) 
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(lb) 




Ob) 



(1) T^vti oM^m. 

(2) ^tt^TJC:fettSm^Siifes 

10 ( 3 ) niTkm^miz ^ ^JIJ^^jjS t J: TfT55: t» tv^S « 

Am) (D7kmm^m\^^x. - 1 o~9 o»c-eff3&t>n§o 

mmm) % u < « ci ©^#4^ (:^b7jc^/Bi®^) • ttr. 0 - 1 0 0 •c© 

—^i/^ Mt^^y— M N ^>-lf>i^ (^y-l?>x h;i/3i>^) , 
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m> 7j«:^Yb>'^^5^'>A. ^Ybe^s 5;^.— - y^r;!/^) (DWtET^ lirfiESfc 
Ji*PffiT©7k^H^T*fett=3?K:P>^-e7 A1^:&T^ 0-2 00 '0©^ 

(2) — ji^ (lb) -^^^n-sib-^ttx (i)-Jiias: (n-1) 



To ) — jass: (m-i) 



iiSS; (n-1) T-^^nsYb-^i:. —m^ (ra.2) 



tfc. (iii)-ig!^ (n-2) 




H — COOR*' 



(ni-1) 



XZn COOR^^ (ni-2) 
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1 2 0"C-^fT^t>tbSo 

(m)(DRjiBit^^x*&^. «aj^(ix -jiiasS; (II-2) ^e?-!'^^^' 

o~5 0"C"t?^T3fet>ti3o ^tz. —15^ (n-2) ^-x'n>^tcDSi?&{*x 

( If U 5^ tf ^ U i^y^m^^X. 10 0 ""C- 12 0 •CT'fT 

t3it)tl?> 

iiv)—!^ (lb) tf. lM©Q*s- iC1^47'J\/^U>^ C 2 — 4 7';i/'?r 
i::lx>*:fe{±C2'-4T;i/:3p-l/» -Cyc2s - (C 1~4t;1/^1/» 
-0-Cyc3. -0-Cyc6-l> -O- CH 2 - C y c 6 - I s -O 
- (C2~4r;i/=¥V» -Cy c 6-2^fett-0- iC1^4T)V^V 
» q-Cyc 6-3l?2fe-S>fb-^x 0*D-«9aS: (Ib-1) 




(^f+Jx QHt- (C 1~4t;1/:¥V>x C2~4:p;i/'5r-lx>^feJiC 2~ 
4T;1/=^— -Cyc2> - (C l~4:r;v:3pw» -0-Cyc3x 
-0-Cyc6-l> -0-CH2-Cy c 6- 1> -O- (C2-4T;P 
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-Cy c.6-2*fe{i-0- (Cl'^4-rjV^U» q-Cyc6 
-IfcS; (ib.2) 




{ti)^%/)]y^u'y'i Y^mm-^'^td^^ s; (iv-i) 

Cyc2 (iv-1) 

(b)3C (IV-2) s 

Cyc3-0H (iv-2) 
^ (lV-3) , 

Cyc6-1~0H (IV.3) 
S; (lV-4) ^ 

Cy c 6- I-CH2-OH (lV-4) 
^ (lV-5) 

Cyc6-2- (C2~47;i/^l/» -OH (lv-5) 
(lV-6) 

Cy c 6-3 - (C 1-'4T;I/=^V» q-OH (iv-6) 

m^\si. (a)©^i±. -jsssc (ib.2) -c-^^tts 
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fc:h*D7^>. :^^5=-;u:t:;i'AT^ K^) ^5; (iv-1) t^^^tvS'fb'^-^ 

(b)©SJiS^*^ mmm^ (5^ h ^ t k a 7 ^ cfi, h u 7 i^-jvn-^:;^ -y 

^fe. —m.^ (lb) X-m^ti^ih-^moo-^. AizTJV^-\y>^iifi^^ 

10 (lb) X'^^ti?>it'^^^-r^!it^-vt^o 

T> 0~5 0"CTff:Ctt>tlS^^^ (T^h^tKn^^X 

(3) -jiSi^ (lb) -e^^lxSfb-^t±> fetTcD(i)-'(ix)©;^?S{c:J;oT* 
25 (i)— (lb) Xm^n^ih^^. DA$-C0NR^°-D^-T-ab-5fb-^x 

•o^D-iiaiS; (ib-3) 
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A— COOR*^ 



•CONR*'-D" 



(^fp^ DN±^ -CONR^°-D'-^bT (1) 2M**^5&S3e^0s (2) 

•?©fte©-r^T©fB-^y:iSlBi:|qID^i*^^t3-ro ) 'C^^ti^'fb-^iis 
5 -jil9:S; (v-i) 



(VI) 



10 (^t^is ^^TCDfa-^msB^ii^D^fm^^iD-ro ) -^B^ti^it-^mt^ 

HbSiiStt^T*$.?). mfi. ^^^iSS Kd7^>, 
^tj^^U>^ ^DD5ii^;i/Ax ^>-lf>^ h;i/x.>^ T-lrh>^ T-feh^hU 

K (DCC) , l-3^5^;i/-3- [3- (i^^^^;^^^^) rnt:;!/] 
:?J^$^-r^K (EDO s 2-Puu- l-:^^;V}^Vt}-i^A3^mm) ^ 




A COOR^^ 



R*°HN D*— R 



,3 
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0~5 O'C'^RjiB^'^^^LilfZ^DntSLtDtl^o 

(n)-j^^ (lb) ■e^$tlS^b-&tftfN DJ6S-NR'«'C0-D*-l?fe*^b■&^^ 
O^D— iilS^ (lb-4) 



5 i^fp. D*{±. -NR^°CO-D*-i:U'C (1) 2MA^^^S3^Mn (2) 
©ffecDgB-^(±MiB II cm^^tJ-fo ) t?^^ ^^S'^b'»^±^ -jK:^ (v-2) 



10 —m^ (vn-1) 



15 (iii)— lie^ (lb) -C-^^ti§'fb-^4'> DAS- CO-D ^S-fb-a^. o 
JiSi^ (lb-5) 





HOOC D*— R 



.3 



(vn-1) 
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D''{±> -CO-D''-i:bT (1) l~2M*»^^?>atM^s (2) 



5 (^5:4', -r^T©t3-#{it&fB^raDlci*^^t>-ro ) -e:^^ti-S<b'^i:. 
— j!l95S: (vin) 



15 #^bTs ^-fbrn {=mimn-\^ v >m^m) ^m\^^x. o ~ 5 o "cun 

(iv)-liia^ (lb) ■C^^ixS'fb^tl^'x Dibs-0-D'»--efeSYb-^> 
t) — JiSS: (lb-6) 



20 (^fipfx D**}*. -0-D'>-^b-C (1) l~2Md^6»«i^3aM0x (2) 




,4-1 



XMg D' 



(vm) 
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5 -Jig^ (IX) 



m^it. mmmm (^^h-^t h'D7^>. is>fbp< 

vrDl^;^7'^/i^:Jb;l/7^•^^i>'V— h> l, l'- C?^ 

^JVi3)\/ifs=.}Vi S^e^Ue^Vx 1, I'-T'Vlf:?^ (N, N-^p?^^;!/!^;!/ 

15 -??=fT^fc>ttSo 

(v)— j^^ (lb) T-^^tLS'fb-^^'. DAS-S02-D^--efeS'fb^s ^ 

(ib-7) 



(^*^ Dni> -S02-D^-i:LT (1) l-^lWis^^n.'hm^m. (2) 




HO D**— (IX) 




.♦■1 
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s-^-emifi^fs^^m^m. (3) 7-1 omi^^^ji^m^m^mt>u 



3 0~5 0"C-T?=fT^t)H^o 

-JiS^ (ib-8)T!^^tv:5fb^{i> — JiK^ (v-5) 



(X) 



2Kf^<b:^ h U '>A^fflV>T. 0-5 0•CTfT:S^t)I^So 

(vi)— (lb) xm^n^it-^fp. BUfi (1) mmmi'2mti^^^^m^ 
(2) j^m!^^3-'6M**e>^^^M^x ^jfett (3) i^m^i^i 
20 0M*^e»«iS3S^^-cfes<b-^> o^D-jiisss: (ib-9) 




10 




HS-D^-R 
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(Q)n "^D' Ra 

D°ji (1) mmm'?'2mi3^^^ji^mmM. (2) ^mm^s^-em 

fBi:lllD5Si*^at5l-o ) T-^^n-5<b-^^s — iiSS: (xi-i) 



D'^'-Ra (XI-1) 



D°-^{i (1) (2) j^^Jl^l~4M*^^^^^M0x * 

10 ( 3 ) mmm"? 5 - s m & ^ s^j^m^^t) b> ^ ©^©ia-^t±MufB 

i:iaC7ti**afc-ro ) (XI.2) 

OH 

15 'DxmB.ir?>^i±ifi'^^^o 

(v-6) fc— I9f^ (xi-i) Xm^fi?>ih'^h(DKmt±. 4^-e2g»t)> 

J:'CJfi^ ( h U ^ ^fflV^"C^ 0^-50 -C-Cff ^^ttoft^S o 
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(V-6) (XI-l) X'^^fl^^t^!^il<DKmi±. 4^^T-a&!3> 

(vii)— JJSSS: (lb) -e^^HS-fb-^*, D*S-CH2-NR*°C0-D*»-'r- 
tb^ih-^. (lb-10) 



D"*!*. -CH2-NR'«»CO-D*»-i:b-C (1) S — GMiiJ^^^feS 
10 (2) 7-1 0M*^e>:feS3ffi©m^t>U ^®f&©-r-^T 



— fflS^ (vn-2) 



(viii)— (lb) t?^;^tbSYb'^*^ DAS 




A COOH**^ 



Ob-lO) 



O 
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^ ^ O 



(Ib-ll) 



(R2)m,^^--^A COOR' 



4-1 



(Q)n 



1'^ 

O 



(Ib-ll) 



-Wt^ (V-5) 

(R«)m,.^--v^A COOR*^ 



10 ^^-^>^s;j&^-&s ^v>T5«; (vn-3) 

HOOC D*— (Vn-3) 

(v-5) i?^^tuS'fb'^^vf^^e^>^©Riis;tt> m 

15 (i?:^^r1^X t-:;^^y-;K m.^hji^]y>^fti±^fi^O 

n-^^) 4«N hU>^ (S^^>5^i;7^>'T42 h» t^/^'^i^^A (0) . 2 

-s?s/^D^:3^S/;i/:t:;^:7^y-2'- (N, n-s^^5=-;vt^ y) H^ai- 
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ifx)-Wi^ (lb) T^^tl^-fb-^^x — i&SS: (lb-12) 



A COOR*^ 




O 



n^^n^ih^^^ R^^ifiTi^mm^'^^^it'^. ■:3*t)-Hie^ (ib-3.1) 



T 0 — 5 0°CT?=fT^t)tvSo 
(4) (I)t?^$K«<b'^CDa^> R^ASCOOR^-m (^tfx 

R4-2,^_ (c l~4:r;v:3pi^» -R"^&^t>-ro ) -^feS-fb-^. "T'Oi 
15 t>t.-jis:^5 (ic) 




(Ib-3-l) 
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-iiS^ (la) -dm^fi^^h^t. —m^ (xn) 



X — (C1-4 7iU+U» — R 



,11 



(5) (I) •C^^ttS'fb'^©a-fe> R*ASCONR'R«> *fe(±C 
10 0NR«S0 2R«-^^^<b^J^> -r^t)-fe-)aS^ (ld-1) 



fe«^l9:^ (id.2) 



15 (5S;4'^ -r-«.T©ia-^tttfiiBJii^cmi*^^:iD-ro ) '??^^ni)'fb-^t/i*. 

—i^^ (la) -^^^n-sYb-^tiiix (xni-1) 



ISjS: (xni-2) 





NHR"'R« 



(xin-1) 



20 



NHR^SOgR^ 



(xni-2) 
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( 6 ) ( I ) -e^^tiS^b-^cD at,, R i:&s5^ h ^ \;-;i/f$)S'fb'& 

tlx -r^fc-^-i^^ (le) 



-ass; (XIV) 



15 -rsiiiii&s-e^-So 

10 0—13 0"C-efT)&:t>tvSo 

(7) — JIK^ (I) T^^tvS^b-^tlca*.. R^d^l, 2, 4-;^^^■l^^^T 
;V-5-;r>x 1, 2, 4-3j-di^'b-S^T\/— ;i/-5-5^:^->, 1,2, 
20 4 5 2,3, 5 -Tt^'i^-^Tt^T^J 
-JV-2-:t>-Q$>:hit^. r-^iD-^-m^ (If) 



H 



N 



10 





cav) 
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(Q)n'^ — 

(^r^s R'Utl, 2, 4-:t^^i^TV-)V-5-:t>. 1, 2, 4-:t 

fettl, 5, 2, 4-:a-dpl^5^7't?5'V^-;i/-5-:^>*^t)U -^^Oflfe© 
5 sB^iiJusB^lRlCitift^&^t^-ro ) t!:5^^n5'fb'^a:s — (xv) 



(XV) 



"^^^ns^b-^i:. (iKb-^i^ (xvi-i) 

o 

U 

ag>;5v>J±'fb'^ (xvi-2) 

s 

X 

10 Uy (XVI.2) 

(ii)'fb-^ (XVI-3) 

S O C 1 2 (XVI-3) 

i:*SJiB^-fr<Sif». *:fe:l±(iii)'fb'a^ (xv-2) ^S/jB^**:^. H:7 2/'fb4^ 

D7^>^) cfi, 1, ^-V7"9\f:i/Pu [5. 4. 0] e;>5s^2_7_ai 
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5 (iii)cDS/^;{i^T'$) ») > ^^^^^ (T-fe h ^ h u ;k 7^ h ^ t 

KP7^>^) Jfx -fb-^ (XV-2) iLRm^'^fd^. ^ifih^^m:^—'r 
;V^iS*ffiVNT> 0~5 0«Cl?fT^t)tlSo 
(8) —m^ (I) -^^^nS-fh-^CD^-^x R^AS-CH2-0HT*S<b 
-rtaioh-m.^ (ig) 



— Jies: (la) -e^5^*i.S'fb^^3l7cMi^^i3r>j-r^i:fc:J:DMaS-rse:i:>bs 

15 Am) 3^?^>M^*::^Mv^T^ 0—5 0'CT?=jT3a:t>n5<. 

(9) —Wi^ (I) -e^^tv^^b-^coa-fex R^*s-CH2-NR»S02R«. 
-CH2-NR»C0R^\ ^ifeiJi-CHa-NR^CO-NR^SOgR^-e^ 



10 





j^S; (lh-2) 
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(ni-2) 



(Q)n^ R 



fcii-jK!^ (lh-3) 

(Q)ii-^^--^D_r3 

-jiSS: (xvn) 

Ai>l cxvn) 

(Q)n'^^-^D— R'' 

-figs: (xvni-i) 
10 R^sOgCi (xvra-i) 

tci±—^^ (xvni-2) 

R'°COCl (xvni-2) 

15 MbS^S^-^s**. ^ifett-iiK^ (XVI) t?^^txS'fb-^J:> — JlS^ 
(xvni-3) 

R°S02N=c = 0 (xvni-3) 
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-m^ (XVI) -^m^fi^^t^t^ (xvn-3) 
(10) -189;^ (I) -e^^ttS-fb-^CD^-fe. R^ijs-CHg-OCONRS 



10 — jis^ (ig) 



— flgs; (xvm-3) 



15 (^*. -r^TCDfB-^fitfflB^lBlD^i^^^tJ-ro ) -^^^ti^^h-^h^ 
MJiS^ c fc: J: t) Mit-r 2> # S o 

CKOHJiStt^-^fet). «?!l;?.«t9t3©-J89!S: (XVI) -^m^ti^^h^t 
—m^ (xvn-3) -^^^na-fb^iiOHj^hl^^fcibTff^fcn^o 

(1 1) (I) T-^^tl-S-fb-^ca*.. R^T&s-SOaNR'COR^" 

20 •r-zbS'fb-^s ■rjfetJ-fe— (ij) 





R«S02N=C = 0 



(xvni-3) 
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(R2)m 



,10 



(Q)n 



D 1 



Cuff's ir^xm^^itmmiim\:>M\^^mt>-ro ) T-^^tu-S^b-^fix 
—Bl^ (XIX) 



5 (^cfj. -r-^TofB^iiBufSiii^CTiciffe^^^^-ro ) tf^^ns-fb^pt'. 

R«*57jc^M^T-$)S'fb^^. -i^^ (XX) 



(^4'^ l-^TO^^titaiB^HCiSim^^t^-ro ) -tf^^tvS^fb^J:^ 

-fiSS; (Ij) -r^^n-S-fb^tfix -A-SOaNR^COR^^ds-A^-^ 
-CH2-S02NR''COR"T-$)S<b-^x -T^ft^D-fe-jiM (5-1) 



(^4*. A^-^ttAi4'<D(ii). (v)~(xii). (xv)^c:*5V^T^ ^^X^tb^^m** 1 0 
15 6i>^V^7';^=3ply>a^^t5■r^P. (m)C 2'-'5T;i"5rriV>^ ^fcl*(iv)C2 

fo ) TJ^^ttS-fb-^iix — jas^ (XXI) 




R^^COOH 



(XX) 
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(xxn) 

NHR^COR^« (xxn) 
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-m.^ (n-l) *5d;tJf (n-2) -e^^tu§<b-^{±s TsB^S^&xa^ 




68 
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-iiS^(V-l). (V-2)^ (V-3). (V-4). (V-5). 
(V-6) . (V-7) T-^^tv^-fb-^W^N TgB©aiSxa^2-l*5J; 




2 - 2 (v-^ 
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JgBKXli^ 2-2 



A-COOR^^ 

, (V-1A) 
COOT* 



A-OOOR*'* 
t2 (V.2A) 

a-coor'^^ 

(V-3A) 
A-COOR^^ 



^\^^A-COOR*-^ 




B 



(Q)„ ^— ^COOH 

A-COOR*"* 



(V-1) 




B 



OH 



^^4?^-^A-COOR^* 



(V-7) 



(V-2) 



^40 



(R'')m 



a-coor"^^ 



(Q)l 



(V-3) 



CHO 



rej (v-4) 
I Tffb 

^\^-^A-COOR^^ 



(Q)n 



*OTf 
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( I b - 2 ) -^^^ti^^h^l±. TIBcDS^&xaSCa - 1 *^cfi 



gJfeXli^3-l 



( B) (V^i) ( BJ (V-A-2) 



|-A-COOR*-^A |_A- 

(n^)m^-^r;^A-COOR*^^ (R=^„.^^A-COOR*-^ 

C ^ J (V-D-3) 

CO (V-D-2) C^O (V-D-4) 




^D— R^ 

(R^m -,<r->- A— COOR^^ 



— D— R® »A 



T*0-G^<^HO^--^ (R^)„y-^A-COOR-i 




( Bj (lb-2-1) 
t»0-G^^^D-R« 



1 



s4-1 



(R^U-.^-^A-COOR" 



HO— G ^D— R^ 
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, IS 

T^OOC — G" 



(V-A-3) 



OH 



T^OOC — G''^"^^D — 



(V-C-1) 



HO— G-'^^^D-R 



(11-3) 



-A-cooR^^ mx 



(R^)m>.^^-^A— COOR^^ 



HO — G — R'^ 



72 



wo 03/016254 



PCT/JP02/08120 



—m.^ (lb- 2) ■r•^$n^'^b'^tf^ -A-t^:^^u-^x^$>^ 



(V-D-9) 

T^O-G^^^^OTf t»0-G^'^-^OH 
(V-D-7) (V-D-8) 



I 



COgas 



T*0-G'^-^COOH T*0-G^^-^D-R^ 
(V-D-6) (lb-a-1-1) 



^^B^ Ob-2-1) 



HO— G ^D— R® 
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MlfeXg^ 5 



TbT (iw) TbT (,g) 

II 1 ) jtS/;Mb 
H3C-(CH2)t-S02NHR^ POQV) j 2) KSG0CH3 

OH (R^)m-<rV'^^^Y" 
«2v /SO^NHR^ t?< O (XXVI) 



1 



(R2)„.^-^A-S02NR'R» 




74 



wo 03/016254 



PCT/JP02/08120 



-m^ (XIV). (XV). {xvu)i!m^n^it'^m^^ TiBcsjs&xg^e 



^ )rn^^A-COOH 



JSC 



(la) 



>^-r3 09) 

Its? Ffli 

^3<S^_r3 POCVIII) 
(Q)n I 

^><^>4p_p3 (XXVII) 
(Q)n 



1" 



(Q)n 



(XVil) 




A-CONH2 



,.r3 fld-l-l) 



3670 



jHsN-OH 

N'OH p(y) 



(Q>n 
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YHt (Q) Ti^mx-r^mmm<D&. irtjit>-b^m^firc (c 1-4) 
Yn±(i)cooT^ m^. T^i±i3)vr>^t^)]/&<Dum& m^it. ^^)\/ 

(ni)T^ T«J±T;V7^t i?^^;i/T-fe^ 

(iv)oT* m^. iHt.im^<o'mm ^ h:^^/^^^;^^ 5^h 

10 l*DVf^-;v3^) ^mt>To ) > *3fef* 

15 -Jiia^ (v-A) T?^^ixS^b'^«> t&*n"t?$.S*^x ^ifett^©;?^-??!^ 

^©motti^'ffci-^odt.s — jiS^ (ra-1) X (ni-2) . (iv-1) s (iv-2) X 
(iv-3). (iv-4)x (iv-5). (iv-6). (VI) X (vn-i)x (vn-2) x (vn-3)x 
(vra) X (IX) X (X) X (xi-1) X (xi-2) X (xn) x (xm-i) x (xin-2) x 
20 (xvi-1) X (xvi-2) x (xvi-3) X (xvni-1) X (xvni-2) X (xvni-3) x 
(XX) X (xxn) -e^^ttS-fb^ii^M-cab^iJ^x ^tcl±^(D:&m^m. 

*S bV^^MaS#A bfe-fb-^Sffi VNTa^©S^S«C{>r b:fe:mx JKi^mK/iSx 
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Greene, Protective Groups in Organic Synthesis, Wiley, New York, 1991 IClSl^cf 

20 (I) -??^$ns:*:|8Bm-^{±^ PGEz^f*:^ hi^t>if^<DV- 

25 Mk 

;^=¥^h (Sugimoto) ^O:^^ (J. Biol. Chem. 2£i 6463-6466 (1992) ) tCip 

77 



wo 03/016254 



PCT/JP02/08120 



^^^M-e >^i^-hbfeo K!iB^^}(^^^^yyr— (3ml) T*^ 

K d fit i; B max ^lix Scatchard plots 4* ^ [Ann. N. Y. Acad Sd. SI, 660 

(1949)] o ^mm^^-^lt^m (2.5 /^M) ©^N^^i^PGE2©#:aETT-© 

10 « H - P G E 2 (2.5 nM) :fe JltJ'slC^^b-^^^&a^ifif-tmin btff &o fco 

^txy^r— : y >; (1 OmM, pH6.0) , EDTA ( ImM) , 

Us CI 2 (lOmM) , NaCl (O.lM) » 

15 Ki = I Cso/ (1+ ( EC] /Kd) ) 





Ki(/xM) 












8(13) 


>10 


>10 


0. 27 


0. 038 



(ii) y'ti:^^y-( h-v-fer^$'-i^:r^'f r^3iigfflmm>feEP3ftln;^14 

(Sugimoto) ^(D:&^ (J. BioL Chem. 262, 6463-6466 (1992) ) K 

20 2p bts T X E p 3 H2 b-:/^ >r r^^^ bfe c H omm^mm i^r^o 
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^^izmhtzo PBS (IOOmD X-m^i^tzWi. Fura-2AM * 

6 0 ^TL^'^tco HEPEs mmt^xm^. s ? "CTisife^fti-^ ^ p g 

Eg (1 OnM) *^JDU i^iai*l*;VS^'i^A?i|gf0^<b*^^Ufco irt3it> 
■b> 340/380 nmcD^Sf^S^T-lS&jeu 5 10 nmOm^d^m^VX. 

mm^'^<07^y-$':^-7. hf^^^PGEa ( 1 0 nM) mkx<os. 

auburn 

10 — (Nishigaki) 6 (EBBS left., SM, 339-341 ( 1995 ) ) fcl^P b•r^ 

x'e7;^EP4u-kr^— i^-r^j'-r r ^n^ft^]© b c h omrn^m^ 

2 4 «i73:;i/'^-f ^D:rv-ht3lO ^cellsMeU TJfilS bs 2 B b|life{3 
^b:feo =S-'>:c;i/^MEM (minimum essential medium) ( 5 0 0 /z 1 ) 

b:fe^N ir-fe'l' ^-7^^ (assay medium) (MEM containing Immol 
15 /L IBMX, 1%BSA) (4 5 0 /z 1) *in;t> 37'C^10^P^^> 
^ra.-^-S/3>b:feo PGEg^M. i^1t\t.:Lfilimm^^^\:L 

^tsmWi (5 0/zl) ^^PU SiS^H^&U 3 7-Cl? 1 O^m^mx^tc 
^> :?Jc^^T C A (10% w/v) ( 5 0 0 y£/ 1) ^^Jp bTS^S^f^Jh^-B-feo 
^(Dmjm.^imWm (-8 0-C) X jllrtS^fT^Sto;^^^ ;:^i^l/-f>'^--?!jSffl 

20 la^jiAs b 13.000 r p mT- 3 ^m^>i^^n\^xn^n^±m^m\^x^ c a 

MP T-fe>f:3pyh (assay kit) {3T C AMP^iJK^SM^ bfco •T^fct.s CI 
1 2 5 1 13 I ] c AMP T-fe-f ^ y h (assay kit) (Amersham 
(Onvy-T— (buffer) ^fiP;?. 500Ali:UCtl,<£ 0.5m o 1 /L h 
U - n-:^^^^-;^^ ^ > (tri-n-octylamine) D D;t^;i/A:^ 1ml il^iffl 

25 U iJ7Dn7}x;i/Ajl»t»©TCA*|^*b:fe:©%. 7kjS*i^>r;vt bt 
I] cAMPT-fe-f ^^j' h (assaykit) tl3«i^nTVNS;5^lc:jii b^ i?->:7* 
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;i/4'© c AMPa?fe«L;fe:o 

y"^^^-^)]/ (submaximal) ^ C AMPjg^f^ffiS^'TISK'efeS 1 0 0 n 

10 

15 ^^i^i^i&iir^rcm. mm (^tes -i-^T^x ^m^^) . 

^ifes Tu?v^-m^f^i^ ^m. < b-?>J^^^ igjis mm mmm^ms 

20 mmmm. ^m. i^mmitm^m. ^wmm. Tfv^^i^/s^c^-. imm 

w^\c^o-mi3)}/t/t?j^mm.^) ^ mmm.^ mm.. uMs jsjtou^^x 

mmmm. wmmm. wmim. Bmmmm. ^'^^^m^. 

25 mmim^. s^mmm. xhvx. m. >t^mm. m^mm. 
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mmn^. nm. Tm. mm. mnmmmm. mmm-imM. ^u->m. 

5 -m^mmmm) . ±m^m^m. ^mmm mmm^mmmij^ (als) . 
0^mtm. iy:^-'^u>m.^m> ±m'&:^v h x' h-^^x. aid s^) . 

m-^mm. ^r^imm^mm) . strnM. ^m^^. ^mm. mm. mm 

15 is^XfX^tcli: 

3) ^JiD'{h^(Dmmm<Dmm 
20 -r^mm^ii-ox^xi^o ^oBi^ommi^i^xm-^'t^m^i^^. mmist 

^ti-r. -HSl^ (I) T-^^tii.^b-^®^BS*5J;tJ«/*feJi^j!^m<^M 
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(I) ■t*^$n'5'fti'a^05ff> :if>ti5iis -ffXDm^ 

20 K^Jri^^^ 3i;vrf^57 ^ >M^J> *;Vi/';7 AiSiriais -feD h-Vf^ 
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\fu^^ijA^ 7^>^dpi/*A, :F>trD:^s^* 
h^Tt»^ ?^u^t^ij2^^ -fevndpj/:/, D73i3:^^S</r^ 

25 F^flg^x ^l^r^JiibTJix iiKDn;v^y>, U 
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>> r^^V^Hs 7;i/riVUl<s hUTAi^^DX ST-126Ps i^i7lxV^h\ 

5*7^if3— K— ^/D>>^^r^J^^— 
^^M^Ji:bT». :7-pM:rii;i^ (FK-506) . ^hhl/=^t^— 

20 1f:7'f ;W1/*;^ h> MCC-847v KCA-757. CS-615s YM-158^ 

1^740515 ^ CP-195494> LM-^484^ RS-635> A-93178> S-36496^ BIIL-284x 
ONO-4057 ^f^m^ ^ S o 

7i:^V7 3^::h:J^X U'y^^Jy^ 7^;^D^^i^>^ ig^r^-Pv'^iJ^ 
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TAK-427n ZCR-2060^ NIP-530^ ^J' P^n— ^^/^;^^>x 
BP-294^ :r— "^yy^rX 7^ U>'^X^>^*spij'e>ti-5o 

^5^^^ i:f^;i/ifs/>x 3^tr;nfi/>x >riJ^;i/tri/>x ^D^v-re^>A3x 
20 As^t:fe.^^^o 

yr^Ax ^D^^Xh (^iSSTU^D)^ Bayl9-80G4s NIK-616x D^;!/ 
^ h (BY-217) X ij > (BRI^61063) . (CP-80633) . 

SCH-351591> YM-976x V-11294Ax PD-168787x D-4396x IC-485 mtfimiif^ 
25 tl?>o 
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10 ^fe. (I) i!^:^fi^<t^(D^m^^v^/-^t:iit.mm}m^m 

— lie^S; (I) xm^ti^^t-^. ^tzlt-Wi^ (I) T-^^tvS^b-^i: 

20 — H iRfP^A^^ 2 4^^0S5ffl-e#Ml^fc:iti^«:^^Mo 

— JilS^ (I) X^^M^t-^. ^tzlt-WL^ (I) t-^^n^-fb-^i: 
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^(D^^ifi. ^t^itmmm (^^^h-X^ WlB 

15 tl^o 

mom-^<D^i!b(D[f^mmmnt. mi}mK:m^^Myi(.nk mmk %nk 

20 tt. sii^fijs mmim. %imk vivmk wmnk ^mm. mmk mmm 
imui^^(of:ii^(D^mn<omB\^\±. mx.\^. wmnk ^)m. ^u- 
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15 $^,ic:. -^^^j^ ^^^M. wm<mk mmim^^A^xxi^x^x 
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jg^^:?^ hxmM^n^o rn^&M i:^^^^ -s v ^^±il1t^^ m ^ tut s % © 
itti^. m^it. i^^s^j. ^^flg^ i^mmmm. ^mn-^m. a^^timit 
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^*bTV^T%J:V^o :^r\y-^\<DW^mt. «»J;t»«ffl4$fFB 2»868,691 
•^43 ct "Df ISIS 3,095,355 iCp L < gBife ^ tlT V > o 

25 x m^M. mm^tm ( u >m± hv^A. mm± h v a^) x mm 
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^t2-rhi^^y^—K^^^mc!>mm:iS^V^Tl.C{z^i^tlX\i^^ijy:=t 
•To 

20 bTV^So 

^.^^5_^NH2 -HCI 




O 
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m^K^ tJ'y-;i/(100ml)tc:-10 °CT*J®Yb5^:r-;i/ (14.0m 1)^2 

mm (io.off) ^mmmnm^r^o ^M^tcmmm^mmr^m^m^htcio m-^ 

m^mmv. ^^t^^^y-;^ (SOml) X'2^^mLtco ^Igt^S^cn^^ 

i^44fiS*^^Sm'fti-^ (12.8g) *^^feo 

T L C : Rf 0.49 (n-^^r1^-> : B^J^^;i/= 1 : 1 ) o 

10 3-t l«n^r^>-4-3— f«^.i.S^^5^;V3i:^7^;i/ 



1 -csBg bfe-fb-^ (4.90 g) ommk (20ml) mmic o -cxm. 
mm± h u •> A (1.83 g) <D7Kmm ( 1 5 m i ) 1 5 ^M-fxmy u 
o^mmw\.t^o m-^i:^3^it:^v^A (8.00 g) OTkmrn o om 
15 1)^1 o^if^i^xmrf bfe^. ^ux 2 0 ^m. eo-cxi mm^^ti^ti 

m> ?i^Sb:feo ^m:*^vA5^D^h^'77-f- (n-^^1?-> : ®^^al5=- 
;^=4 : 1~2 : 1) T-MiSbT> ii4T©^14ffl^*-r5^M<ti'^ (4.57 
20 s) ^nfto 

T L C : R f 0.33 {^^"^^ : i^^3i^;i/= 4 : 1 ) o 




O 
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4-a-H-3- [2- i±y^u>-2-^ )V) ^Bmm 




Tjvdt>mmr. ^m2-^wt\^f^ih-^m (3.oog) . 2- (2-:^7^ 

5 ji^y— ;i/ (2.23g) s h U :7 3i^;1/7}n;^ 7 > (4.25 g) *5J:t;fl, 1' 
- ;v) i^'^ U > (4.09 g ) ©^Jct^ h^nKn^^XS 

0ml) 2I^^t^b:fe:o Siifem^?&$^:i^^>>VJ^-5^;i/t? 

^_ (n-^^-y-> :g^^Ji^;i/=2 0:1~10:1~5:1) T-)ifti^b 
10 Ji^TCDtJl^fiftSWrS^m^b-^ (4.64 g) &|#feo 

TLC : Rf 0.54 (n-'v^^Pi^V :@f^J^^;i/=4 : 1) o 



4-t KD^^'^5^;V-2- C2- (:^7^l/'>-2— f;i/) :xi5=-;^:4-^2^] 
15 :7 3i— ;i/3— ^-f H 




>#H^T> 2 r-Sat X^tcih-^ (4.6i g) o^Jcm^fb^ 5=- 1/ 
> (4 0ml) ^?g[(3-7 8°C-Ci^-l'V:r5^;i/T;i/^-e7Ah KU F (0.95 
M-v^tJ-V^) (2 8ml) <&10^]6f»{t"t?8ITb:fe:^. l^K*^J:tt- 
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Dx'h^^^^— (n-^^■t^> :im3ig^-'V=4 : 1-3 : 1) nmMh 

Ts i>xr(D!mmM^mT^mm<\i'^ (4.21 g) ^#feo 

TLCiRf 0.55 (n-^^-l?-> : i^^3^^;V= 1 : 1) o 



10 T;I/rf>#H^"F^ ##^J4-t?m3igU;fe'fb^ (2.54g) . u;vm3^5^ 
;v (136ml) . hUJ^^;VT^> (438ml) . 1, I'-KX (i;:7i- 
y) 73iD-fe> (3 4 8mg) ^XX^WW^'Pt^'^-l^ (n) (14 
Img) (Dmyki^^^Jl^:^^^^^^^}' (2 5ml) 1 0 O'CT- 3 0^ 

^- (ti—^^V-> :mm^9-Jl=2 : 1-1 : 1) -vrnm^LX. iikTQ)!^ 

4Siii<S£wrs^®fti-^ (2.07 g) <£#feo 

TLC : Rf 0.47 (n-^=apit> : fifK3i5^;i/= 1 : 1) ; 
20 NMR (300MHz, CDd^) : 6 7.99(d, J = 16 Hz, IH), 7.86-7.76(in, 4H), 7.50-7.40 
(m, 4H) , 6.94 (s, IH) , 6.90 (d, J = 2.1 Hz, IH) , 6.52 (d, J = 16 Hz, IH) , 4.67 
(d,J = 5.4Hz,2H) ,4.34 (t, J = 6.6 Hz, 2H) ,4.27 (q, J = 7.2 Hz, 2H) ,3.33 (t. 



5 
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J = 6.6Hz,2H) ,1.34 (t, J = 7.2 Hz, 3H) o 
2- [2- (:^7^5'l^>-2— f;V) J:^;i/:t^r$/] -4- 

o 



7-;^^/ >#HMTs ^«^J 1 -e^bifei'fb-^ (i.74g) :j3 itJf h U3i5=-;i/ 

(1.29ml) ©McT^h^t Kn7^> (2 0ml) ^^ic^ O'Cl?^ 

s^;i/^D^^ K (5 3 7/^1) ^ip^. m^^i 5i»rsm^\^ito ^jn^m 

7;i/rr>#H^Tx tf^\/— ;v (3 4 6mg) ©^N, N-i^p«5^;i/3jv 
^ h* (8ml) mmiz 0 °C^?:?K^<b:^ hVOA (63.1% in oil) (19 

3mg) ma^. rn^^i o^mmnvtco ^ctzjbiBT-^^tbfeffi^Bfe 

15 TO^tKN, N-$?p<^;i/^;i/A:?'^ K (8ml) ^S^STU 

nmm. m^hx. iix.T<Dmmm^mT^mm<b-^(D!m.mm (i.i7g) 

20 TLC : Rf 0.36 (n— ^^-y-V : @^^ai5=-;i/= 2 : 1) o 
^i{S^J2 (1) -2 (12) 
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mmm2 (i) 

5 (2E) -3- (2- (2- (^Dx'>-2-'f;V) J:h=^^') -4- (-Y 

o 




TLC : Rf 0.53 (tJ'DD7^;VA : pi^y— ;i/=9 : 1) o 

10 ^jfe^J2 (2) 

(2E) -3- (2- (2- i±Z7d^U>-2 — ()]/) -4- i-i 



O 




TLC : Rf 0.67 (iJ7DD>^;VA : ^^y— ;i/=9 : 1) o 

15 

mmm2 o) 

3- (2- (2- (:>-7^V>-2— xh=3pe/) -4- (l^^^/— ;V 
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TLC : Rf 0.45 (n-^^-y-> :Wm=c.^}l=2 : 1) o 

miim2 (4) 

(2E) -3- (2- (2- (:^7^5'l/>-2-'f;i/) aihd^i^) -4- 

o 



TLCiRf 0.31 {n-^^V-> :WfM:^^)V=3 : 1) o 

mmm2 (s) 

(2E)-3-(2-(2 - (:^7^1/>- 1— r;i') ^h^^) - 4- (l^ 
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o 




TLC : Rf 0.62 (n-^=Jr1?-> :If^3i^;V=3 : 1) o 

mm.m2 (6) 

5 (2E) -3- (2- (2- (!^7^5^V>-2 — r;V) J^h=¥i^) -4-7 

o 



TLC : Rf 0.46 (n-^^D-> :S^^3i^;i'=4 : 1) o 

10 mmm2 (7) 

(2E) -3- (2- (2- ('^>^/-f;i/7'^>') -4- (Vi^ 

o 





TLC : Rf 0.46 (^DD5}^;i/A : p?^^— ;V= 1 0 : 1) o 
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(8) 

(2E) -3 - (2- (2-p< (:^:7^V>-2— f;i/) h 

5 



o 




TLC : Rf 0.46 (n-^^^t^> : @^^ai5=-;V= 1 : 1) o 
10 3- (2- (2- (:^:7i5^L/>-2->r;^) -4- (2-^^;i/ 

o 




TLC : Rf 0.48 (n-^^V-> : »K3i^;V= 1 : 1) o 

15 mmm2 (lo) 

3- (2- (2- (:f-7i5'l/>-2-W;i/) jr^h^^S/) -4- (1^US?>- 
2— r;i/2i-^rS^) r7*D/1>Kp{^;Va:X7^;V 
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O 




TLC:Rf 0.55 (n-'vr^-tfV :@f^3i5=-;V=2 : 1) o 

mmm2 (in 

5 3- (2- (4-;^^JV-2- (.4-7)l:^U- 3 -:A^)]/y ^> 



o 




^^^J2 (12) 

3- (2- (2- (9, 1 o-$^t i«nT^';s^>-9-:^->- 1 0— r;v) 
31 h dpi/) -4- (if^vr— ;v-i — f;M5^;i/) :7 3i-;v) :rD^i>^p« 
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TLC : Rf 0.32 (n-^^p■^^> : i^^ai5=-;i/= 1 : 2) o 

5 (2E)-3-(2-(2 - (i-'P^V>-2-^JV) - 4- (tf 

^COOH 



mmm2ismm\^rci\j-^ (2 5 3mg) ©^^h^t kd7^> (2mi) 

- (n-^^r1?-> :B^^J^^;V=3 : 2-2 : 3) "CMi^bT. J^iLTcD%t£ 
^t^W-rs^^m-^^ ( 1 8 6ing) ^mzo 
15 TLC : Rf 0.28 (n-^^V-y : m^^^?^= 1 : 1) ; 

N M R (200 MHz, CDCU) : (J 8.07 (d, J = 16.0 Hz, IH), 7.88-7.72 (m, 4H), 7.57 
(d, J = 2.0 Hz, IH), 7.51-735 (m, 5H), 6.77 (brd, J = 7.8 Hz, IH), 6.72 (brs, IH), 
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6.51 (d. J = 16.0 Hz, IH), 6.29 (t, J = 2.0 Hz, IH), 5.30 (s, 2H), 4.25 (t, J = 6.6 Hz, 
2H), 3.28 (t, J = 6.6 Hz, 2H)o 

mmm3 (i) --mmms (202) 
5 mmm2 (i) -2 (12) -^m^i.tcLit'^'m^tcimmt^^h^^m 

^^J3 (1) 

10 (2E) -3- (2- (2- (2, 5, 7, 8 -7^ h^p<^;i/- 6 -t KD 




T L C : R f 0.50 n D5}^;VA : ^ ^ y — ;i/= 9:1) ; 
15 N M R (300 MHz, CDCI3) : 6 8.05 (d, J = 16 Hz, IH), 7.50 (d, J = 8.1 Hz, IHX 
6.97-6.88 (m, 2H), 6.50 (d, J = 16 Hz, IH), 4.68 (s, 2H), 4.37-4.19 (m, 2H), 2.68 (t, J 
= 6.6 Hz, 2H), 2-37-2.07 (m, 2H), 2.16 (s, 3H), 2.12 (s, 6H), 2.00-1.81 (m, 2H), 137 
(s, 3H)o 

20 mmms (2) 

(2E) -3- (2- (2- (2, 5, 7, 8 -5^ h^^5=-;i/- 6 -p? 

$/^u-T>-2 — f;p) aLh:^$^) - 4- (-r i-'f ^;i/) 
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7 3in;v) 




COOH 



• HCI 



TLC : Rf 0.55 (^^00*?;!/^:. : ^^J^y'— ;V=9 : 1) ; 
NMR (300 MHz, DMSO-d,) : 6 9.29 (s, IH), 7.90-7.65 (m, 4H), 7.26 (s, IH), 
5 6.98 (d, J = 7.5 Hz, IH), 6.53 (d, J = 16.2 Hz, IH), 5.42 (s, 2H), 4.40-4.10 (m, 2H), 
3.52 (s, 3H), 2.66-2.56 (m, 2H), 2.20-1.76 (m, 4H), 2.09 (s, 3 H), 2.07 (s, 3H), 2.00 
(s,3H),1.32(s,3H)o 

^jilRM3 (3) 

10 (2E) -3- (2- (2- (2, 5, 7, 8-7^ h^-?«5^;i/^P "T^- 2 

->r;v) 3ih=^e/') -4- (-f f;M^;p) :7 3i^;i/) - 



TLC : Rf 0.52 (^j7DD7}%;bA : ^^y— ;i/= 9 : 1) ; 
15 NMR (300 MHz, DMSO-dj) : 6 9.28 (s, IH), 7.85-7.65 (m, 4H), 7.26 (s, IH), 
6.68 (d, J = 7.8 Hz, IH), 6.60-6.46 (in, 2H), 5.42 (s, 2H), 4.40-4.15 (m, 2H), 2.64- 
254 (m, 2H), 2.24-1.76 (m, 4H), 2.12 (s, 3H), 2,11 (s, 3H), 1.98 (s, 3H), 1.33 (s, 3H)o 
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^^J3 (4) 

(2E) -3- (2- (2- (2, 5, 7, 8 -7^ 6 - 1. KD 



TL C : Rf 0.38 (i^DD:t:;i/A : ;<^^—J]/= 19:1) ; 
N M R (300 MHz, DMSO-d«) : d 12.28 (bs, IH), 7.82 (d, J = 1.8 Hz, IH), 7.77 (d, 
J = 16 Hz, IH), 7.61 (d, J = 8.0 Hz, IH), 7.46 (d, J = 1.8 Hz, IH), 7.41 (bs, IH), 6.92 
(s, IH), 6.71 (d, J = 8.0 Hz, IH), 6.46 (d, J = 16 Hz, IH), 6.27 (t, J = 1.8 Hz, IH), 
10 5.32 (s, 2H), 4.27-4.03 (m, 2H), 2.56 (m, 2H), 2.17-1.71 (m, 4H), 2.04 (s, 3H), 2.01 
(s, 3H), 1.98 (s, 3H), 1.27 (s, 3H)o 

^^J3 (5) 

(2E) -3- (2- (3-7niy^i/-rn:iif^2/) -4- (-f$^^/-;i/ 

15 -1 — f;i/p{5^;v) 7ai^;i/) -2-yu^:ym-W^ 



TLC : Rf 0.60 (^j7C303h;i/A : ^^J^y'— ;i/=9 : 1) ; 

N M R (300 MHz, DMSO-ds) : 6 9.29 (m, IH), 7.80 (d, J = 16 Hz, IH), 7.79 (m, 

IH), 7.71 (d, J = 7.8 Hz, IH), 7.67 (m, IH), 7.32-7.22 (m, 3H), 7.04-6.88 (m, 4H), 



5 
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6.55 (d, J = 16 Hz, IH), 5.41 (s, 2H), 4.24 (t. J = 6.2 Hz, 2H), 4.15 (t, J = 6.1 Hz, 2H), 
2.24 (m, 2H)o 

HiS^JS (6) 

5 (2E) -3- (2- (4-7a:y^S/rhdE^S^) -4- (-f ^ ^V—;!/- 



TLC : Rf 0.56 (i^Uun^fl^A : ^^y'— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d«) :6 9.29 (m, IH), 7.81 (m, IH), 7.80 (d, J = 16 Hz, 
10 IH), 7.71 (d. J = 7.8 Hz, IH), 7.67 (m, IH), 7.32-7.21 (m. 3H), 7.04-6.86 (m, 4H), 
6.57 (d, J = 16 Hz, IH), 5.41 (s, 2HX 4.15 (t, J = 5.7 Hz, 2H), 4.03 (t, J = 6.0 Hz. 2H), 
2.02-1.81 (m, 4H)o 

glM^J3 (7) 

15 (2E) -3- (2- (2- (^j7n-?'>-2 — f;!/) 3^h^$^) -4- 

^ ^V—jv- 1 -'f ;i/;<5^;v) 7ai^;v) - 2 -7"p^>® • mm 

/COOH 





TLC : Rf 0.62 (^nD3jv;i/A : ;i/=9 : 1) 
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NMR (300MHz,DMSO-d4) : 6 9,26 (s, IH), 7.81 (m, IH), 7.79 (d, J = 16 Hz, 
IH), 7.71 (d, J = 8.1 Hz, IK), 7.67 (m, IH), 7.30 (s, IH), 7.08-6.96 (m, 3H), 6.83- 
6.70 (m, 2H), 6.56 (d, J = 16 Hz, IH), 5.42 (s, 2H), 4.35-4.17 (m, 3H), 2.90-2.66 (m, 
2H), 2.29-2.02 (m, 3H), 1.82-1.65 (m, lH)o 



(8) 

(2E) -3- (2- (6-:7 3iydpi/^:3|ri/;i/;^d|pi/) -4- (>r^;^\/ 



10 TLC ; Rf 0.56 (^'DDJ^;!/^ : ptt^'y— ;V'=9 : 1) ; 

NMR (300 MHz, DMSO-d^) : 6 9.22 (s. IH), 7.78 (s, IH), 7.77 (d, J = 16 Hz, IH), 
7.69 (d, J = 8.1 Hz, IH), 7.64 (s, IH), 7.31-7.20 (m, 3H), 7.01-6.85 (m, 4H), 6.55 (d, 
J = 16 Hz, IH), 5.40 (s, 2H), 4.08 (t, J = 6.3 Hz, 2H), 3.95 (t, J = 6.5 Hz, 2H), 1.89- 
1.66 (m, 4H), 1.60-1.40 (m, 4H)o 



^^3 (9) 

(2E) -3- (2- (2- (:^7l5'l/>-2— r;i/) :i^h^i/) -4- U 



5 




N 



15 




COOH 



N 
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TLC : Rf 0.36 (^DDJfc;!/^ : ;i/= 19:1) ; 

NMR (300 MHz, DMSO-d,) :6 9.28 (m, IH), 7.92^7.77 (m, 6H), 7.72-7.64 (m, 
2H), 7.56-7.42 (m, 3H), 7.27 (s, IH), 6.98 (d, J = 7.8 Hz, IH), 6.55 (d, J = 16 Hz, 
IH), 5.39 (s, 2H), 4.35 (t, J = 6.6 Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H)o 



flM^JS (10) 

(2E) -3- (2- (2- (^>^/7^>-2-'f;i/) aih^FS/) -4- 
(-f ^^>/—;v- 1—f 5=^;!/) 7ai-;V) -2-7"D^>m • Jg^Jg 



10 TLC : Rf 0.52 (i5'nP5i^;VA : p«:$'y—;i/=9 : 1) ; 

NMR (300 MHz, DMSO-d«) : 6 9.28 (s, IH), 7.84-7.65 (m, 4H), 7.58-7.47 (m, 
2H), 7.31 (s, IH), 7.27-7.15 (m, 2H), 7.00 (d, J = 8.1 Hz, IH), 6.73 (s, IH), 6.57 (d, J 
= 16 Hz, IH), 5.41 (s, 2H), 4.41 (t, J = 63 Hz, 2H), 334 (t, J = 6.3 Hz, 2H)o 

15 ^^J3 (11) 

(2E) -3- (2- (2- (2, 5, 7, 8 -t^ 6 - 1 Kp 

dp5/'^^D-r>-2 — r;i/) 3ih=^5^) -4- (2-^^;w ^^\/— 1 
— r;i/^5^;i/) 7ji^;v) -2-7°n^>^- j^^j© 



5 




N 
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T L C : R f 0.50 (^^ O n>J^;VA \ ^ — ;V= 9:1); 
N M R (300 MHz, CD3OD) : $ 7.93 (d, J = 16 Hz, IH), 7.61 (d, J = 8.1 Hz, IH), 
7.45 (s, 2H), 6.93 (s, IH), 6.81 (d, J = 8.1 Hz, IH), 6.52 (d, J = 16 Hz, IH), 5.32 (d, J 
= 15 Hz, IH), 5.28 (d, J = 15 Hzi IH), 4.41-4.21 (m, 2H), 2.65 (t, J = 7.1 Hz, 2H), 
5 2.61 (s, 3H), 2.29-1.80 (m, 4H), 2.11 (s, 3H), 2.08 (s, 3H), 2.05 (s, 3H), 1.35 (s, 3H) o 

mm\^ (12) 

3_ (2- (2- (r^7^5'^>-2— Y^V) :^V^%/) -4- (1^^^— ;i/ 



10 




T L C : R f 0.33 (^^-y-V : Bt^3^5^;i/= 1:1); 
NMR (200 MHz, CDQa) : (J 7.84-7.68 (m, 4H), 7.54 (d, J = 1.8 Hz, IH), 
7.48-735 (m, 3H), 7.33 (d, J = 2.2 Hz. IH), 7.08 (d, J = 7.4 Hz, IH), 6.74-6.65 (m, 
15 2H), 6.28-6.23 (m, IH), 5.24 (s, 2H). 4.19 (t, J = 6.4 Hz, 2H), 3.22 (t, J = 6.4 Hz, 2H), 
2.93-2.82 (m, 2H), 2.56-2.45 (m, 2H)o 

TLC :Rf 0.33 (n-^=3r1t> : i^^3z5^;i/= 1 : D ; 
NMR (300 MHz, DMSO-d«) : d 7.94-7.82 (m, 4H), 7.77 (d, J = 2.1 Hz, IH), 
20 7.56-7.40 (m, 4H), 7.07 (d, J = 7.8 Hz, IH), 6.83 (s, IH), 6.64 (d, J = 8.1 Hz, IH), 
63* (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.17 (t, J = 6.6 Hz, 2H), 3.19 (t, J = 6.6 Hz, 2H), 
2.70 (t, J = 7.8 Hz, 2H), 2.18 (t, J = 7.8 Hz, 2H)o 
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3 (13) 



(2E) -3- (2- (±y^]y>-2->(?}/;i h^ty) 

XOOH 



4- (li^y— 




TLC : Rf 0.57 (^^V-> : Bt^ai5^;v= 1 : 3) ; 
N M R (500 MHz. DMSO-d^) : 6 8.01-7.87 (m, 4H), 7.78 (d, J = 2.0 Hz, IH), 7.69 
(d, J = 16 Hz, IH), 7.63-7.48 (m, 4H), 7.43 (d, J = 2.0 Hz, IH), 7.08 (s, IH), 6.73 (d, 
J = 8.0 Hzi IH), 6.47 (d, J = 16 Hz, IH), 6.23 (t, J = 2.0 Hz, IH), 5.30 (s, 2H), 5.29 (s, 
10 2H)o 



15 



l^flB^J3 (14) 
(2E) -3- (2- (2 

dE^2/^n^>-2 — r;i/) 
— ;i/-2-'f ;i/^5^;v) 7 



- (2, 5, 7, 8-7^ 6-th- D 

ih:^S>') -4- (2H-1, 2, 3-hyT\/ 

:^;i/) -2-7'D^>^ 
.COOH 




N 




TLC : Rf 0.60 i^UU:i^;VA : 9:1); 
N M R (200 MHz, CDjOD) : 6 7.92 (d, J = 16.2 Hz, IH), 7.71 (s, 2H), 7.52 (d, J 
= 7.6 Hz, IH), 6.85 (s, IH), 6.80 (d, J = 8.4 Hz, IH), 6.47 (d, J = 16.2 Hz, IH), 5.56 
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(s, 2H), 4.36-4.08 (m, 2H), 2.64 (t, J = 6.6 Hz, 2H), 2.20-2.00 (m, 2H), 2.12 (s, 3H), 
2.08 (s, 3H), 2.05 (s,3H), 1.96-1.80 (m, 2H), 1.33 (s, 3H)o 

mmms (i 5) 

5 (2E) -3- (2- (2- (2, 5, 7, 8 -5^ 6 -t. 

:^$^^Dx'>-2->f;i/) :i^h=^i^) -4- (lH-1, 2, 




T LC : Rf 0.49 (i^a07t>;i/A : ;i/=9 : 1) ; 

10 N M R (200 MHz, CDjOD) : d 8.37 (d, J = 1.2Hz, IH), 8.24 (d, J = 1.2 Hz, IH), 
7.93 (d, J = 16.4 Hz, IH), 7.59 (d, J = 8.2 Hz, IH), 7.01 (brs, IH), 6.93 (brd, J = 8.2 
Hz, IH), 6.50 (d, J = 16.4 Hz, IH), 5.70 (s, 2H), 4.90 (s, 2H), 4.45-4.15 (m, 2H), 
2.72-2J8 (m, 2H), 2.26-1.80 (m, 4H), 2.11 (s, 3H), 2.08 (s, 3H), 2.05 (s, 3H), 1.34 (s, 
3H)o 

15 

mmms (i 6) 

(2E) -3- (2- (2- (:^7^5^ V>-2— r;!/) oih^pS/) -4-^^ 
>i;;i/7x:n;i/) -2-7'D^>^ 
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TLC : Rf 0.37 (^=^1f> : B^^J^5=-;i/= 2 : 1) ; 
NMR (200 MHz, CDO,) : 6 8.12 (d, J = 16.4 Hz, IH), 7.88-7.74 (m, 4H), 
7.52-7.10 (m, 9H), 6.79 (brd, J = 8.0 Hz, IH), 6.72 (bis, IH), 6.52 (d, J = 16.4 Hz, 
IH), 4.26 (t, J = 6.6 Hz, 2H), 3.95 (s, 2H), 3.29 (t, J = 6.6 Hz, 2H)o 

(2E) -3- (2- (2- (i-'7'$^U>-2—(J]/) 3^h^-» -4- (5^ 




10 T L C : R f 0.31 : ®^^3^^;p= 2:1) ; 

NMR (300 MHz, CDd^) : 6 8.12 (d, J = 16.2 Hz, IH), 7.86-7.74 (m, 4H), 
7.50-7.38 (m, 4H), 7.15 (dd, J = 5.1, 1.2 Hz, IH), 6.92 (dd, J = 5.1, 3.6 Hz, IH), 6.84 
(d, J = 7.5 Hz, IH), 6.82-6.76 (m, 2H), 6.53 (d, J = 16.2 Hz, IH), 4.29 (t, J = 6.8 Hz, 
2H), 4.12 (s, 2H), 3.31 (t, J = 6.8 Hz, 2H)o 

15 

mmm3 cis) 

(2E)-3-(2-(2 - ii-:7^u>-2-^J]/) :r.h^Z^) - 4- (5^ 
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TLC : Rf 0.31 (^^V-> : @^^3^5^;i'= 2 : 1) ; 
NMR (200 MHz, CDCI3) : 6 8.13 (d. J = 16.0 Hz, IH), 7.88-7.74 (m, 4H), 
732-736 (m, 4H), 7.25 (dd, J = 4.6, 3.2 Hz, IH), 6.96-6.85 (m, 2H), 6.80 (brd, J = 
8.0 Hz, IH), 6.73 (brs, IH), 6.53 (d, J = 16.0 Hz, IH), 4.27 (t, J = 6.6 Hz, 2H), 3.95 
5 (s, 2H), 3.30 (t, J = 6.6 Hz, 2H)o 

mmms (i9) 

4- (2- (2 - (rh^iJ' V>-2 — <;!/) 31 h^S/) -4- (tr^V-;!' 



TLC : Rf 0.35 : S^^ai^;b= 1:1) ; 

NMR (200 MHz, CDCag) : 6 7.84-7.73 (m, 3H), 7-69 (brs, IH), 7.54 (d, J = 1.6 
Hz, IH), 730-7.32 (m, 4H), 7.02 (d, J = 7.6 Hz, IH), 6.74-6.64 (m, 2H), 6.25 (t, J = 
2.1 Hz, IH), 5.24 (s, 2H), 4.18 (t, J = 6.6 Hz, 2H), 3.21 (t, J = 6.6 Hz, 2H), 2.57 (t, J 
15 = 7.5 Hz, 2H), 2.20 (t, J = 7.4 Hz, 2H), 1.88-1.68 (m, 2H) » 

^^13 (2 0) 

(2E)-3-(2-(2 - (:^7^^>- 1— r;i/) :J^h^t^) -4 - {\f 
^y— l-'f;i/^5^;i/) 7:cr:;u) -2-yu^>m. 



10 
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T L C : R f 0.26 {^^V-> : B^^3^^;i/= 1:1) ; 
N MR (200 MHz, CDCI3) : <5" 8.14-8.02 (m, 2H), 7.90-7.72 (m, 2H), 7.60-7.34 (m, 
7H), 6.76 (brd, J = 8.0 Hz, IH), 6.70 (brs, IH), 6.53 (d, J = 16.2 Hz, IH), 6.27 (t, J = 
5 2.1 Hz, IH), 5.26 (s, 2H), 4.32 (t, J = 7.0 Hz, 2H), 3.62 (t, J = 7.0 Hz, 2H)o 

^^J3 (2 1) 

(2E) -3- (2- (3- i-^-p^l^y-Z—fJV) yxj:^.^iy) -4- 



10 




TLC : Rf 0.26 {^^V-> : i^m3i5^;i'= 1:1) ; 
NMR (200 MHz, CDCI3) : 6 8.09 (d, J = 16.2 Hz, IH), 7.84-7.72 (m, 3H), 
7.66-730 (m, 7H), 6.77 (brd, J = 8.0 Hz^ IH), 6.66 (bis, IH), 6.59 (d, J = 16.2 Hz, 
IH), 6.27 (t, J = 2.1 Hz, IH), 5.28 (s, 2H), 4.00 (t. J = 6.3 Hz, 2H), 2.97 (t, J = 7.5 Hz, 
15 2H). 232-2.14 (m, 2H)o 

Hffi^JS (2 2) 

(2E) -3- (2- (2- (:^7t^V>-2->f;i/) -4-7 
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T L C : R f 0^2 i^^V-> : mM=^^)^= 1:1); 
N MR (300 MHz, CDCI3) : 6 8.13 (d, J = 16 Hz, IH). 7.87-7.76 (m, 4H), 7.57- 
5 7.39 (m, 4H), 7.34-7.24 (m, 2H), 7.06-6.92 (m, 5H), 6.56 (d, J = 16 Hz, IH), 5.05 (s, 
2H), 4.35 (t, J = 6.8 Hz, 2H), 3.33 (t, J = 6.8 Hz, 2H)o 

^^J3 (2 3) 

2- (2- (2- (:^7^1/>-2 — r;i/) J^b=3^2^) -4- (l^^\/-;i/ 




T L C : R f 0.48 (^^1)-ly : i^^a:5^;i/= 1:4); 
N M R (300 MHz, CDCI3) : 6 7.83-7.73 (m, 3H), 7.68 (s, IH), 7.54 (d, J = 1.8 Hz, 
IH), 7.49-7.32 (m, 4H), 7.11 (d, J = 7.5 Hz, IH), 6.74 (dd, J = 7.8, 1.5 Hz, IH), 6.69 
15 (d, J = 1.5 Hz, IH), 6.26 (t, J = 2.1 Hz, IH), 5.26 (s, 2H), 4.17 (t, J = 6.6 Hz, 2H), 
3.58 (s, 2H), 3.17 (t, J = 6.6 Hz, 2H)o 

^^J3 (2 4) 

(2E)-3-(2-(2- i^y^l^>-2->()\^) -4 - (2 
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TLC : Rf 0.36 {-^ UU^^JI'^k : pi^^— ;i/= 10:1) ; 
NMR (200 MHz, CDCI3) : 6 8.10 (d. J = 16.0 Hz, IH), 7.90-7.76 (m, 4H), 
5 7.52-736 (m, 4H), 6.86-6.76 (m, 2H), 6.54 (d, J = 16.0 Hz, IH), 4.41 (s, 2H), 4.31 (t, 
J = 6.5 Hz, 2H), 3.32 (t, J = 6.5 Hz, 2H), 3.24 (t, J = 7.0 Hz, 2H), 2.45 (t, J = 8.0 Hz, 
2H), 2.10-1.88 (iii,2H)o 

mmms (25) 

10 2- (2- (2- (^7^i^v-2 — f;i/) cch:aei/) -4- (tf^V— ;i/ 




TLC : Rf 0.68 (t^nD;t:;VA : : i^i^= 2 0 : 1 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.83-7.75 (m, 3H), 7.70 (s, IH), 7.55 (dd, J = 1.8, 0.6 
15 Hz, IH), 7.49-732 (m, 4H), 6.84 (d, J = 7.8 Hz, IH), 6.78-6.71 (m, 2H), 6.26 (t, J = 
2.1 Hz, IH), 5,22 (s, 2H), 4.59 (s, 2H), 4.25 (t, J = 7.1 Hz, 2H), 3.25 (t, J = 7.1 Hz, 
2H)o 



^^J3 (2 6) 
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(2E) -3- (2- (2- (•^y^Uy-2->()V) 3ihde>» -4-^ 



T L C : R f 0.46 : f^mJif^;V= 1:1); 

5 N MR (300 MHz, CDCI3) : d 8.06 (d, J = 16 Hz, IH), 7-87-7.76 (m, 4H), 7.50- 
7.29 (m, 9H), 6.60-6.51 (m, 2H), 6.46 (d, J = 16 Hz, IH), 5.05 (s, 2H), 4,29 (t, J = 
6.8 Hz, 2H), 333 (t, J = 6.8 Hz, 2H)o 

^^#03 (2 7) 

10 (2E) -3- (2- (2- (:^7i5^^>-2— f;i/) 3i h^^i^) -4-$^ 

;v) -2-7*D'^>iS 

^COOH 



TLC : Rf 0.48 (tJ'nD5^;i/A : ^^y— ;i/= 5 : 1) ; 
NMR (200 MHz, DMSO-dg) : 6 1.92-1 m (m, 5H), 7.62-7.40 (m, 4H), 7.01 (brs, 
15 IH), 6.88 (d, J = 7.6 Hz, IH), 6.50 (d, J = 16.0 Hz, IH), 433 (t, J = 6.4 Hz, 2H), 3.37 
(s, 2H), 3.26 (t, J = 6.4 Hz, 2H), 2.13 (s, 6H)o 

mmmz (2 8) 

(2E) -3- (2- (2- (:^7^5' V>-2— f;^) a^h^S^) -4-7 
20 3i^;i/:ib;w'?^'f ;i/) -2-rn^>^ 
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TLC : Rf 0.40 (i?DD;i%;i/A : ;i/= 10:1) ; 

NMR (200 MHz, DMSO-dj) : d 10.26 (s, IH), 7.98-7.70 (m, 8H), 7.65-7.30 (m, 
7H), 7.12 (t, J = 7.3 Hz, IH), 6.67 (d, J = 16.2 Hz, IH), 4.49 (t, J = 6.4 Hz, 2H), 3.42- 
5 3.24 (m, 2H)o 



^^J3 (2 9) 

(2E) - 3- (2- (2-7:n-;i/jihdi^s^) -4- 
-<;i/^5^;i/) 7 3ir:;i/) -2-7*D'>?.>^ 



10 




TLC : Rf 0.57 (^'Pn3t^;i/A : p«^>^—;p=9 : 1) ; 
N M R (300 MHz, CDQa) : d 8.03 (d, J = 16 Hz, IH), 7.57 (d, J = 2.1 Hz, IH), 
7.46 (d, J = 8.0 Hz, IH), 7.40 (d, J = 2.1 Bz, IH), 7.37-7.20 (m, 5H), 6.78 (d, J = 8.0 
Hz, IH), 6.71 (s, IH), 6.50 (d, J = 16 Hz, IH), 6.30 (t, J = 2.1 Hz, IH), 531 (s, 2H), 
15 4.18(t,J=i6.9Hz,2H),3.13(t,J = 6.9Hzi2H)o 

^M^J3 (3 0) 

(2E) -3- (2- (:^7^l/>-2-'1';V^ h^^-ptf^;!/) -4- (tf 
^y— ;i/-l — r;i/p<5^;i/) 7ai— ;v) -2-7'd^>^ 
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TLC : Rf 0.38 (^'Dnj}^;i/A : ptt^'^— ;V= 19:1) ; 
NMR (300 MHz, CDQ,) : 6 8.12 (d, J = 16 Hz, IH), 7.88-7.78 (m, 4H). 7.61 (d, 
J = 8.1 Hz, IH), 7.57 (d, J = 2.2 Hz, IH), 7.53-7.39 (m, 4H), 7.27 (m, IH), 7.17 (d, J 
5 = 8.1 Hz, IH), 6.40 (d, J = 16 Hz, IH), 6.30 (t, J = 2.2 Hz, IH), 5.35 (s, 2H), 4.75 (s, 
2H), 4.65 (s, 2H)o 



^^'J3 (3 1) 

(2E) - 3- (2- ( (3E) -4-:73i-;i/-3-:r5^— ;i/^=5pi/) - 

10 4- (if^\/— ^P- l->r;M^;i/) y^^-jv) -2--:rtt^>m 




TLC : Rf 0.23 : Wm3^^)l= 1:1); 

NMR (200 MHz, CDCl,) : 6 8.03 (d, J = 16.0 Hz, IH), 7.58-7.18 (m, 8H), 
6.81-6.74 (m, 2H), 6.56 (d, J = 16.0 Hz, 2H), 6.34-6.19 (m, 2H), 5.33 (s, 2H), 4.10 (t, 
15 J=6.5Hz,2H),2.74(q, J = 6.5Hz,2H)o 

^^13 (3 2) 

(2E) -3- (2- (2-t b*n^i/-3-7 3iyde*/:rD5}<^S/) -4 

- (t:^y— 1— r;v^5=-;i^) ^^c::^;!/) -2-7°d'>«.>^ 
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COOH 



X) 



TLC : Rf 0.47 (^nD:i^;i/A : ^^y— ;i'=9 : 1) ; 
N MR (300 MHz, DMSOd^) : 6 12.28 (bs, IH), 7.86-7.77 (m, 2H), 7.62 (d, J = 
8.0 Hz, IH), 7.46 (dd, J = 2.0, 0.8 Hz, IH), 7.32-7.23 (m, 2H), 7.03-6.88 (m, 4H), 
5 6.73 (d, J = 8.0 Hz, IH), 6.52 (d, J = 16 Hz, IH), 6.27 (t, J = 2 .0 Hz, IH), 5.47 (bs, 
IH), 5.33 (s, 2H), 4.26-3.99 (m, 5H)o 

^#03 (33) 

(2E) -3 - (2 - (2- (1, 4-^>V^i^:^-^-9->-6— h 

10 =^P2/) -4- (1^^^/— — r;i/^5^;v) ^x-;!/) -2-y'a^>m 

^COOH 



T L C : R f 0.44 (4^ D DJ^;VA : ^ 4^ ^ — ;V= 10:1) ; 
N M R (300 MHz, CDCQ : 6 8.01 (d, J = 16.0 Hz, IH). 7.57 (d, J = 2.0 Hz, IH), 
7.46 (d, J = 8.0 Hz, IH), 7.40 (d, J = 2.0 Hz, IH), 6.83-6.73 (no, 4H), 6.70 (s, IH), 
15 6.48 (d, J = 16.0 Hz, IH), 6.30 (t, J = 2.0 Hz, IH), 5.30 (s, 2H), 4.23 (br, 4H), 4.13 (t, 
J = 7.0 Hz, 2H), 3.01 (t, J = 7.0 Hz, 2H)o 

mmms (3 4) 

(2E) -3- (2- (2- (1, 4-^>\/i^2r=^ri^->-2 — f JV) 
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TLC : Rf 0.44 (^nn7^;i/A : ;»{^>'— ;i/= 1 0 : 1) ; 
N M R (300 MHz, CDCI3) : d 8.02 (d, J = 16.0 Hz, IHX 7.58 (dd, J = 2.0, 0.5 Hz^ 
5 IH), 7-50 (d, J = 8.0 Hz, IH), 7.43 (dd, J = 2.0, 0.5 Hz, IH), 6.88-6.76 (m, 6H), 6.48 
(d, J = 16.0 Hz, IH), 6.32 (t, J = 2.0 Hz, IH), 5.33 (s, 2H), 4.42 (dq, J = 2.0, 7.0 Hz, 
IH), 4.32 (dd, J = 11.0, 2.0 Hz, IH), 4.29-4.15 (m, 2H), 4.00 (dd, J = 11.0, 7.0 Hz, 
IH), 2.18 (q, J = 7.0 Hz, 2H)o 

10 3(35) 

(2E) -3- (2- (2- ii-y^U>-2—(JV) 



TLC : Rf 0.52 i^uvn^JVA : 10:1) ; 

15 NMR (300 MHz, DMSO-d«) : 6 7.94-7.78 (m, 5H), 7.69 (d, J = 7.8 Hz, IH), 
7.60-7.42 (m, 3H), 7.12 (s, IH), 6.96 (d, J = 7.8 Hz, IH), 6.54 (d, J = 15.9 Hz, IH), 
4.37 (t, J = 6.6 Hz, 2H), 4.04 (s, 2H), 3.40-3.20 (m, 2H)o 




COOH 
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(2E) -3- (2 - (2- (±'7^]y>-2—(;V:t^iy) -4 



TLC : Rf 0.35 (^DP;^;i/A : pt^J^y— ;v= 19:1) ; 
5 NMR (300 MHz, CDQa) : 6 8.20 (d, J = 16 Hz, IH), 7.75-7.66 (m, 3H), 7.63- 
7.56 (m, 2H), 7.45-7.37 (m, 2H), 7.35-7.27 (m, IH), 7.20-7.04 (m, 4H), 6.41 (d, J = 
16 Hz, IH), 630 (t, J = 2.1 Hz, IH), 5.35 (s, 2H), 4:23 (t, J = 6.7 Hz, 2HX 3.28 (t, J « 
6.7Hz,2H)o 

10 lfeMi#iJ3 (3 7) 

(2E) -3- (2- (2- (N-^>\/'f ;i'-N-p<5^;i^7^/) 3^h=3r 

$/) -4- (t!^\/— ;i/-i — r;i/^5^;w 7^^— ;i/) -2-yu^>m 

^COOH 



T L C : R f 0.30 (^ n D7l^;VA : 10:1) ; 

15 NMR (500 MHz, DMSO-d« at 100 degrees) : d 7.80 (d, J = 16.0 Hz, IH), 7.73 (d, 
J = 2.0 Hz, IH), 7.57 (d, J = 8.0 Hz, IH), 7.46 (d, J = 2.0 Hz, IH), 7.41-7.36 (m, 5H), 
6.98 (s, IH), 6.80 (d, J = 8.0 Hz, IH), 6.44 (d, J = 16.0 Hzi IH), 6.26 (t, J = 2.0 Hz, 
IH), 5.32 (s, 2H), 4.25 (brt, 2H), 3.78 (brt, 2H), 3.02 (s, 3H)o 
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^^13 (3 8) 

(2E) -3- (2- (2- (:^7^V>-2->r;V) a^h^^) -4-7 

^COOH 



5 TLC : Rf 0.60 (^PD5^;i/A : ^^S^y— ;i'=9 : 1) ; 

NMR (300 MHz, DMSO-ds) : 6 12.30 (brs, IH), 7.92-7.75 (m, 5H), 7.60-7.42 (m, 
4H), 737-7.12 (m, 5H), 7.05 (s, IH), 6.94 (d, J = 7.8 Hz, IH), 6.48 (d, J = 16.2 Hz, 
IHX 4.26 (t, J = 6.6 Hz, 2H), 4.23 (s, 2H), 3.24 (t, J = 6.6 Hz, 2H)o 

10 ^^3 (39) 

(2E) -3- (2- (2- (^>V^'f;VT^>') J^h^i^) -4- (If^ 

^COOH 



TLC : Rf 0.31 (^PDTfc;!/^ : ^^y— ;i'= 10:1) ; 
15 NMR (300 MHz, CDCI3) : 6 7.92 (d, J = 15.5 Hz, IH), 7.77 (d, J = 7.0 Hz, 2H), 
7.56 (s, IH), 7.50-736 (br, 5H), 6.81-6.64 (m, 4H), 6.30 (br, IH), 5.30 (br, 2H), 4.15 
(br, 2H), 3.92 (br, 2H)o 
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^^J3 (4 0) 

(2E) -3- (2- (Z-^h^^-S-y^^^^y'ti^^^i^) -4- 




5 TLC : Rf 0.42 (i?DD4^;i/A : ^iJ'y— ;V=9 : 1) ; 

NMR (300 MHz, DMSO-d^) : 6 12.29 (brs, IH), 7.83 (d, J = 2.1 Hz, IH), 7.79 (d, 
J = 16.2 Hz, IHX 7.62 (d, J = 7.8 Hz, IH), 7.50-7.44 (m, IH), 7.34-7.23 (m. 2H), 
7.06-6.88 (m, 4H), 6.74 (d, J = 8.1 Hz, IH), 6.53 (d, J = 16.2 Hz, IH), 6.28 (t, J = 2.1 
Hz, IH), 5.33 (s, 2H), 4.30-4.08(m, 4H), 4.00-3.88 (m, IH), 3.44 (s, 3H)o 

10 

^^J3 (4 1) 

(2E) -3- (2- (2-p« h^S;^-2- (::h7iJ'W>-2— f;i/) a:, h 

-4- (tf^y— ;v- 1 -'f;v^5^;v) 73i^;i/) -2-7'd^>^ 




15 TLC : Rf 0.59 (^DDTrv;!/^ : ^^y— ;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 8.03 (d, J = 16 Hz, IH), 7.92-7.81 (m, 4H), 7.57- 
7.42 (m, 5H), 737 (d, J = Zl Hz, IH), 6.78 (dd, J = 8.0, 1.2 Hz, IH), 6.70 (d, J = 1.2 
Hz, IH), 6.60 (d, J = 16 Hz, IH), 6.28 (t, J = 2.1 Hz, IH), 5.28 (s, 2H), 4.78 (dd, J = 
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13., 4.5 Hz, IH), 4.27 (dd, J = 9.9, 7.2 Hz, IH), 4.12 (dd, J = 9.9, 4.5 Hz, IH), 3.41 (s, 
3H)o 

^jfE^J3 (4 2) 

5 (2E)-3-(2- (l^^y— — Ol^^JV) -3- (2- 



TLC : Rf 0.59 (^J7np^;i/A : ;V= 9:1); 

N M R (300 MHz, CDCI3) : 6 7.85-7.72 (m, 4H), 7.60 (d, J = 16 Hz, IH), 7.52- 
10 738 (m, 5H), 7.12 (d, J = 2.0 Hz, IH), 6.45 (d, J = 16 Hz, IH), 6.17 (t, J = 2.0 Hz, 
IH), 5.16 (s, 2H), 4.21 (t, J = 6.8 Hz, 2H), 3.27 (t, J = 6.8 Hz, 2H)o 

mmm3 (43) 

(2E) -3- (3- (2- (:^7t5'W>-2— f;!/) J^h^i^) -4- (1^ 

15 ^v^— — f;v^5^;v) 5^;r7 3i>-2— f ;v) -2-^u^>m. 

e ^ XOOH 



TLC : Rf 0.59 (^J'DD/fc;!/^ : ^^y--;i/= 9 : 1) ; 
NMR (300 MHz, CDQa) : 6 7.87 (d, J = 16 Hz, IH), 7.84-7.76 (m, 3H), 7.72 (s, 
IH), 7.53-7.36 (m, 4H), 7.11 (d, J = 2,0 Hz, IH), 7.08 (s, IH), 6.17 (t, J = 2.0 Hz, 
20 IH), 6.12 (d, J = 16 Hz, IH), 4.97 (s, 2H), 4.26 (t, J = 6.8 Hz, 2H), 3.24 (t, J = 6.8 Hz, 




COOH 
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2H)o 



^^-13 (44) 

(2E) -3- (2- (2- (:^7^5'l/>-2— r;i/) -4- (N 

5 -p{S/;i/-N-7 3i^;i/r^y^^;i/) -2-7'D^>^ 



TLC : Rf 0.51 {^UU:^J]/A : ;i/= 19:1) ; 

NMR (300 MHz, DMSO-d«) : 6 7.89-7.81 (m, 4H), 7.75 (d, J = 16 Hz, IH), 
7.56-7.18 (m, 9H), 6.96 (s, IH), 6.85 (d, J = 8.1 Hz, IH), 6.45 (d, J = 16 Hz, IH), 
10 4.85 (s, 2H), 4.26 (t, J = 6.3 Hz, 2H), 3.21 (t, J = 63 Hz, 2H), 3.08 (s, 3H)o 

^M^J3 (4 5) 

(2E) -3- (2- (2- (::^7;5'l/>-2 — f JV) -4- (N 



TLC : Rf 0.67 (^nD5i^;i/A : ;i/= 9 : 1) ; 

NMR (300MHz,CDa3) : 6 8.09 (d, J = 16 Hz; IH), 7.88-7.75 (m, 4H), 7.50- 
7.27 (m, 7H), 7.02-6.94 (m, 2H), 6.82 (s, IH), 6.73 (d, J = 7.8 Hz, IH). 6.53 (d, J = 
16 Hz, IH), 4.85 (s, 2H), 4.25 (t, J = 6.6 Hz, 2H), 3.29 (t, J = 6.6 Hz, 2H), 1.88 (s. 




Q 



15 




20 3H)o 
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mmms (4 6) 

(2E) -3- (2- (2- i±y^U>-2-^Jl) 3:.h^-» -4- (N 



TLC : Rf 0,58 (iJ'DDT^;!/^ : ^^y— ;i/=9 : 1) ; 
N M R (300 MHz, CDQa) : (J 8.11 (d, J = 16 Hz, IHX 7.89-7.75 (m, 4H), 7.55- 
730 (m, 9H), 7.02-6.61 (m, 2H), 6.55 (d, J = 16 Hz, IH), 4.80-4.22 (m, 4H), 3.34 (t, 
J = 6.6 Hz, 2H), 3.12-2.78 (m, 3H)o 

10 

^^J3 (4 7) 

(2E) -3- (2- (2- (:^7^^>-2-^;^) rpj}?^S/) -4- 

^COOH 



15 TLC : Rf 0.64 (^pn:^^;i/A : p^^y— ;i/=9 : 1) ; 

N M R (300 MHz, CDCI3) : <S 8.02 (d, J = 16 Hz, IH), 7.88-7.74 (m, 4H), 7.57 (d, 
J = 1.8 Hz, IH), 7.50-7.36 (m, 5H), 6.76 (d, J = 8.1 Hz, IH), 6.72 (s, IH), 6.49 (d, J = 
16 Hz, IH), 6.29 (t, J = 2.3 Hz, IH), 5.29 (s, 2H), 4.20-4.06 (m, 2H), 3.47 (m, IH), 
1.54 (d, J = 6.9 Hz, 3H)o 



5 
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mmm3 (48) 

3- (2 - ( (^7^v>-2— ?!3;i'3jt— h=¥s^) -4- (ir^ 



5 




TLC : Rf 0.57 (^?^^7i^;^A : p«^y-;i/= 10:1) ; 
NMR (300 MHz, DMSO-d«) : 6 12.08 (brs, IH), 8.76 (s, IH), 8.20-7.95 (m, 4H), 
7.75-7.60 (m, 3H), 7.36 (d, J = 0.9 Hz, IH), 7.14 (d, J = 7.8 Hz, IH), 6.91 (s, IH), 
6.67 (d, J = 7.8 Hz, IH), 6.18 (t, J = 2.0 Hz, IH), 5.72 (s, 2H), 5.23 (s, 2H), 2.86 (t, J 
10 =7.7Hz,2H),2.57(t, J = 7.7Hz,2H)o 

^^J3 (4 9) 

3- (2- (2- (:h7^l/>-2— r;i/) Jih=^r^) -4- (l^n— ;V- 

1 --f ;^p<5=-;i') 7ji^;i/) 7*n7"?>^ 



15 




TL C : Rf 0.42 (^DDJjx;i/A : ;i/= 10:1) ; 

NMR (300 MH^ CDCI3) : 6 7.84-7.76 (m, 3H), 7.72 (s, IH), 7.47-7.37 (m, 3H), 
7.07 (d, J = 7.5 Hz, IH), 6.66 (t, J = 2.1 Hz, 2H), 6.63 (d, J = 7.5 Hz, IH), 6.55 (d, J 
= 15 Hz, IH), 6.18 (t, J = 2.1 Hz, 2H), 4.98 (s, 2H), 4.19 (t, J = 6.6 Hz, 2H), 3.23 (t. 
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J = 6.6 Hz, 2H), 2.87 (t, J = 7.8 Hz, 2H), 2.50 (t, J = 7.8 Hz, 2H)o 



^^03 (5 0) 

3- (2- (2- {•^y^Uy-2--()V) xbdE^$/) -4- (4-^5^;i/ 




TLC : Rf 0.51 (^UU-^J]/A : pt^^^y— ;i/= 10:1) ; 
NMR (300 MHz, CDCi^) : 6 7.83-7.75 (m, 3H), 7.72 (s, IH), 7.46-7.37 (m, 3H), 
732 (s, IH), 7.12-7.06 (m, 2H), 6.72-6.68 (m, 2H), 5.15 (s, 2H), 4.21 (t, J = 6.6 Hz, 
10 2H), 3.23 (t, J = 6.6 Hz, 2H), 2.87 (t, J = 7.8 Hz, 2H), 2.50 (t, J = 7.8 Hz, 2H), 2.03 (s, 
3H)o 



3(51) 

3- (2- (2- (±-7'$']y>-2-^)V) 3^h^i^) -4- (3, 5-$^ 




TLC : Rf 0.51 (^^nD3}^;i/A : ^^y'— 10:1) ; 
NMR (300 MHz, CDQs) : (J 7.83-7.75 (m, 3H), 7.71 (s, IH), 7.46-7.37 (m, 3H), 
7.04 (d, J = 7.8 Hz, IH), 6.59 (s, IH), 6.55 (d, J = 7.8 Hz, IH), 5.82 (s, IH), 5.13 (s, 
20 2H), 4.19 (t, J = 6.6 Hz, 2H), 3.21 (t. J = 6.6 Hz, 2H), 2.85 (t, J = 7,8 Hz, 2H), 2.49 (t, 
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J = 7.8 Hz, 2H), 2.23 (s, 3H), 2.12 (s, 3H)o 
^^J3 (5 2) 

3- (2- (2- (:)-y'$^U>-2 — ( JV) 3^h^i^) - A-y s.=.)]/'7.)V 
5 zTu^^^yW. 




T L C : R f 0.46 (T-fe b > : h;i/3^>= 1:1) ; 

NMR (300 MHz, CDCI3) : d 7.85-7.77 (m, 3H), 7.72 (s, IH), 7.66-737 (m, 8H), 
6.99 (d, J = 7.2 Hz, IH). 6.58 (d, J = 1.8 Hz, IH), 6.41 (dd, J = 7.2, 1.8 Hz, IH), 4.23 
10 (s, 2H), 4.12 (t, J = 6.6 Hz, 2H), 3.22 (t, J = 6.6 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 
2.49 (t, J = 7.8 Hz, 2H)o 

^^J3 (5 3) 

3- (2- (2- (1, l'-lf7 3^^;i/-4->f;i') J^b=^t^) -4- (lif 

15 ^y— i-'r;M5=-;v) 7^1— irn^iv^ 

^COOH 




TLC : Rf 0.067 (i? PD7lx;i/A) ; 

NMR (300 MHz, CDCI3) : 6 7.60-7.50 (m, 5H), 7.45-7.38 (m, 2H), 736-7.30 (m, 
4H), 7.09 (d, J = 7.2 Hz, IH), 6.70 (d, J = 7.2 Hz, IH), 6.68 (s, IH), 6.26 (t, J = 2.1 
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Hz, IH), 5.25 (s, 2H), 4.15 (t, J = 6.6 Hz, 2H), 3.10 (t, J = 6.6 Hz, 2H), 2.88 (t, J = 
8.1 Hz, 2H), 2.53 (t, J = 8.1 Hz, 2H)o 

^^J3 (5 4) 

5 3- (2- (2- (:h7^J^U>-2 — ( JV) :r.h^^) -4-^>^J-(JVT 




TLC : Rf 0.57 (tJ7nD3ix;i/A : pi^J^y— ;i/= 10:1) ; 
NMR (300 MHz, CDQa) : d 12.0 (s, IH), 10.1(s, IH), 7.95-7.81 (m, 6H), 
10 7.59-7.41 (m 7H), 7.26 (dd, J = 8.1, 1.8 Hz, IH), 7.05 (d, J = 8.1 Hz, IH), 4.23 (t, J = 
63 Hz, 2H), 3.24 (t, J = 63 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.34 (t, J = 7.5 Hz, 2H)o 

^M^J 3(55) 

3- (2- (2- (:^:7^V>-2 — r;i') :i^h^Sx) -4- (N— 

15 -r;i/-N-p<5^;i/7'^>') 7 3i-;i/) ro/^^^m 




TLC : Rf 0.56 (^nD5^;i/A : ;><i^>'— ;i/= 10:1) ; 
NMR (300 MHz, CDO,) : 6 7.86-7.75 (m, 3H), 7.65 (s, IH), 7.50-7.40 (m, 2H), 
7.37-7.12 (m, 6H), 6.97 (d, J = 7.8 Hz, IH), 6.58 (dd, J = 7.8, 1.8 Hz, IH), 6.43 (d, J 
20 = 1.8 Hz, IH), 4.01 (t, J = 6.6 Hz, 2H), 3.45 (s, 3H), 3.11 (t, J = 6.6 Hz, 2H), 2.79 (t. 
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J = 8,1 Hz, 2H), 2.44 (t, J = 8.1 Hz, 2H)o 
(5 6) 

3- (2- (2- (:^7^^>-2— f aihdF^/) -4- (N-^i/;i/ 
5 -N-^5=-;VT$^) 7D/'?>^ 



TLC : Rf 0.56 {^au-^)]/A : ^^yf—)]/= 10:1) ; 
NMR (300 MHz, ODCaa) i 6 7.85-7.76 (m, 3H), 7.75(s, IH), 7.48-739 (m, 3H), 
7.12 (d, J = 8.1 Hz, IH), 6.91 (d, J = 2.1 Hz, IH), 6.79 (dd, J = 8.1, 2.1 Hz, IH), 4.28 
10 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 3.26 (s, 3H), 2.89 (t, J = 8.1 Hz, 2H), 
Z89 (s, 3H), 2.52 (t, J = 8.1 Hz, 2H)o 

3- (2- (2- (:^7^J^l/>-2— r;b) ^h=^2/) -4-piS/;i/:7'^y 

15 :7*p^1>^ 



TLC : Rf 0.49 (^nn7f:;i/A : ^^y'— ;i/= 10:1) ; 
NMR (300 MHz, CDCQ : <y 12.1 (s, IH), 9.55(s, IH), 7.92-7.80 (m, 4H), 
753-7.42 (m 3H), 7.04 (d, J = 8.1 Hz, IH), 6.81 (d, J = 2.4 Hz, IH), 6.67 (dd, J = 8.1, 
20 2.4 Hz, IH), 4.20 (t, J = 6.3 Hz, 2H), 3.21 (t, J = 6.3 Hz, 2H), 2.92 (s, 3H), 2.68 (1, J 
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= 7.8 Hz, 2H), 2.35 (t, J = 7.8 Hz, 2H)o 
^^J3 (5 8) 

3- (2- (2- (1, 1* -lf7 3ir:;i.-2--r;V) 3^h^S^) -4- (l^ 

5 ^y— 1 — f ^acr:;!/) ynj^>m 



T L C : R f 0.16 (^=^ri^> : mm=i^^)V= 2:1); 
N M R (300 MHz, CDCI3) : 6 7.53 (d, J = 3.0 Hz, IH), 7.45-7.21 (m, lOH), 7.07 
(d, J = 7.8 Hz, IH), 6.67 (dd, J = 7.5, 1.2 Hz, IH), 6.51 (s, IH), 6.26 (t, J = Zl Hz, 
10 IH), 5.21 (s, 2H), 3.94 (t, J = 7.2 Hz, 2H), 3.08 (t, J = 7.2 Hz, 2H), 2.82 (t, J = 7.5 Hz, 
2H), 2.47 (t, J = 7.5 Hz, 2H)o 

^^J3 (5 9) 

3- (2- (2- ii-y^]y>-2->(JV) J^h^S^) -4- (^VV^-f ^ 

15 W—)v-i — r;M^;i/) ;v) rn/ivm 





TLC : Rf 0.51 i^uu-^)]/A : j/>^y—JV= 10:1) 
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NMR (300 MHz, DMSO-d«) : 6 8.72 (s, IH), 7.89-7,82 (m, 3H), 7.80 (s, IH), 
7.71-7.61 (m, 2H), 7.52-7.42 (m, 3H), 7.30-7.23 (m. 2H), 7.07 (s, IH), 7.06 (d, J = 
73 Hz, IH), 6.78 (d, J = 7.8 Hz, IH), 5.46 (s, 2H), 4.22 (t, J = 6.6 Hz, 2H), 3.18 (t, J 
= 6.6 Hz, 2H), 2.69 (t, J = 8.1 Hz, 2H), 2.34 (t, J = 8.1 Hz, 2H)o 

5 

^^J3 (6 0) 

3- (2- (2- {i"7^u>-2 — r;v) a^h=ap$^) -4- (3-^^;v 
-2-:^=^pv-r ^iS^VU2^>- i-'f;!/^^;!/) ;i/) :rD>'i>M 




10 TLC : Rf 0.53 (^DD:tf;i/A : ;><^>'— ;i/= 1 0 : 1) ; 

NMR (300 MHz, CDCQ : (J 7.84-7.76 (m, 3H), 7.75 (s, IH), 7.49-7.38 (m, 3H), 
7.06 (d, J = 6.9 Hz, IH), 6.78-6.70 (m, 2H), 4.29 (s, 2H), 4,26 (t, J = 6.3 Hz, 2H), 
336-3.22 (m, 2H), 3.26 (t, J = 6.3 Hz, 2H), 3.19-3.09 (m. 2H), 2.88 (t, J = 7.8 Hz, 
2H), 2.82 (s, 3H), 2.52 (t, J = 7.8 Hz, 2H)o 

15 

^^J3 (6 1) 

3- (2- (2- i±-7^U>-2 — r;i/) J^h=3pS^) -4- (2-;4-=^V 

tfUi^>-l — f;i/p<5^;v) 7^::i;i/) yuji^m. 
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TLC : Rf 0.53 i^UU^J]/2^ : ^^y— ;i'= 10:1) ; 
NM R (300 MHz, CDQa) : 6 7.84-7.73 (m, 3H), 7.72 (s, IH), 7.47-7.35 (m, 3H), 
7.29 (m, IH), 7.21 (dd, J = 6.9, 2.1 Hz, IH), 7.08 (d, J = 7.8 Hz, IH), 6.81 (s, IH), 
6.75 (d, J = 7.2 Hz, IH), 6.63 (d, J = 9.0 Hz, IH), 6.12 (dd, J = 6.6, 1.2 Hz, IH), 5.06 
5 (s, 2H), 4.23 (t, J = 6.6 Hz, 2H), 3.23 (t, J = 6.6 Hz, 2H), 2.87 (t, J = 7.8 Hz, 2H), 
250(t,J = 7.8Hz,2H)o 

mmms (6 2) 

3- (2- (2- (1, l'-t!:7 3i-;i/-3— f;i/) 3^h=3p^) -4- (t: 

10 ^y— ;v- i-^;vpi^;v) 73i:^;v) yuj^>m 



TLC : Rf 0.39 i^UU^?]/A : 10:1) ; 

NMR (300MHz,CDCl3) : <5 7.59-7.24 (m, IIH), 7.09 (d, J = 7.2 Hz, IH), 6.72 
(d, J = 7.5 Hz, IH), 6.67 (s, IH), 6.25 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.15 (t, J = 6.6 
15 Hz, 2H), 3.14 (t, J = 6.6 Hz, 2H), 2.87 (t, J = 7.5 Hz, 2H), 2.50 (t, J = 7.5 Hz, 2H)o 

mmms (6 s) 

3- (2- (2- (:^7^^>-2— f;!/) J^h^i^) -4-7x-;wx;P 




20 
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TLC : Rf 0.69 (^PD4^;i/A : 10:1) ; 

N MR (300 MHz, CDCag) : 6 7.84-7.68 (m, 6H), 7.53-736 (m, 6H), 6.93 (d, J = 
8.1 Hz, IH), 6.68 (d, J = 1.8 Hz, IH), 6.58 (s, IH), 638 (dd, J = 8.1, 1.8H2i IH), 
4.16 (t, J = 6.6 Hz, 2H), 3.22 (t, J = 6.6 Hz, 2H), 2.80 (t, J = 7.5 Hz, 2H), 2.46 (t, J = 
5 7.5 Hz, 2H)o 

(64) 

3- (2- (2- (:^7^U>-2 — f;i/) J^h^$^) - 4 -T-b^;!/^^ 



TLC : Rf 0.41 (i/DD>^;VA : J—)\^=^ 10:1) ; 
N M R (300 MHz, CDOj) : 6 7.84-7.72 (m, 4H), 7.48-7.38 (m, 4H), 7.10 (d, J = 
1.8 Hz, IH), 7.03 (d, J = 8.1 Hz, IH), 6.69 (dd, J = 8.1, 1.8Hz, IH), 4.29 (t, J = 6.6 
Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H), 2.84 (t, J = 7.5 Hz, 2H), 2.48 (t, J = 7.5 Hz, 2H), 
15 2.15 (s, 3H)o 

^^13 (6 5) 

3- (2- (2- (±7^l/>-2— r;V) J^h^5^) -4- (2-p<5^;i' 

ifU$^>-3 — r;i/:t=3E^^';^5^;i/) 7ai^;i/) rD>''?>^ 



10 




20 
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TLC : Rf 0.56 (^UU^)]/A : pt^J^y— ;V=9 : 1) ; 
NMR (300 MHz, DMSO-d«) : 6 7.98 (dd, J = 4,8, 1.2 Hz, IH), 7.89-7.80 (m, 4H), 
7.53-7.41 (m, 3H), 735 (dd, J = 8.3, 1.1 Hz, IH), 7.18-7.05 (m, 3H), 6.92 (dd, J = 
7.7, 1.4 Hz, IH), 5.07 (s, 2H), 4.28 (t, J = 6.4 Hz, 2H), 3.21 (t, J = 6.4 Hz, 2H), 2.73 
5 (t. J = 7.8 Hz, 2H), 2.38 (t, J = 7.8 Hz, 2H), 2.37 (s, 3H)o 

^^J3 (6 6) 

3- (2- (4-pi5^;i<'-2 - 1-^ ^ly^M^l/) 

-4- (tf^\/— — f;i/^f^;v) 7x^;v) :rn/i>^ 



10 




TLC : Rf 0.59 (^DD3i^;i/A : 10:1) ; 

NMR (300 MHz, DMSO-d«) :6 8.23 (d, J = 8.4 Hz, IH), 7.91 (m, IH), 7.84-7.68 
(m, 2H), 7.62-7.34 (m, 5H), 6.98 (d, J = 7.2 Hz, IH), 6.81 (s, IH), 6.60 (d, J = 7.2 Hz, 
IH), 6.20 (t. J = 2.1 Hz, IH), 5.18 (s, 2H), 4.18-3.99 (m, 3H), 2.54 (t, J = 7.5 Hz, 2H), 
15 2.16 (t, J = 7.5 Hz, 2H), 1.99-1.78 (m, 2H), 1.44 (m, IH), 0.87 (d, J = 6.6 Hz, 
3H), .082 (d, J = 6.6 Hz, 3H)o 

im^JS (6 7) 

3- (2- (2- (^>y^:^-7 3;>-3— f ;v) 3^1-=3ps^) -4- (li^ 

20 1— r;v;>?^;v) 7i-;i/) rn/'^^m 
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COOH 





TLC : Rf 0.49 (^DD7i^;i/A : ^^y— ;i/= 1 0 ; 1) ; 
NM R (300 MHz, DMSO-d,) :6 7.97 (dd, J = 6.6, 1.2 Hz, IH), 7.90 (dd, J = 6,6, 
1.5 Hz, IH), 7.76 (d, J = 1.5 Hz, IH), 7.54 (s, IH), 7.45-7.33 (m, 3H), 7.04 (d, J = 
5 7.8 Hz, IH), 6.88 (s, IH), 6.64 (d, J = 7.8 Hz, IH), 6.23 (t, J = 2.1 Hz, IH), 5.23 (s, 
ZH), 4.22 (t, J = 6.6 Hz, 2H), 3.31 (t, J = 6.6 Hz, 2H), 2.68 (t, J = 7.5 Hz, 2H), 233 (t, 
J = 7.5Hz,2H)o 

^^J3 (6 8) 

10 3- (2- (2- (:h7^l/>-2->f;i/) a^h^Pi/) -4- (IfUi^V- 



TLC : Rf 0.50 (e7PD3t^;PA : ^^>'— ;i/=9 : 1) ; 
N MR (300 MHz, DMSO-d^) : 6 8.32 (d, J = 2.7 Hz, IH), 8.14 (dd, J = 4.7, 1.4 Hz, 
15 IH), 7.89-7.80 (m, 4H), 7.54-7,38 (m, 4H), 7.30 (m, IH), 7.11 (d, J = 7.8 Hz, IH), 
7.06 (d, J = 1,5 Hz, IH), 6.92 (dd. J = 7,8, 1,5 Hz^ IH), 5,09 (s, 2H), 4,27 (t, J = 6.4 
Hz, 2H), 3.21 (t, J = 6.4 Hz, 2H), 2.73 (t, J = 7.6 Hz, 2H), 238 (t, J = 7.6 Hz, 2H)o 

^1I^J3 (6 9) 

20 3- (2- (2- (-r> K-^v-i—^-^W J^h=^5^) -4- (ir^\/— ;i/ 
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-1 — f;i/p<5^;i') -pa^—jv) -ruj^i/B. 




COOH 



T L C : R f 0.48 i^^D-> : t^m:n5^;i/= 1:2); 
N MR (300 MHz, CDCI3) : 6 7.61 (d, J = 8.1 Hz, IH), 7.53 (dd, J = 2.1, 0.6 Hz, 
5 IH), 7.37 (dd, J = 8.1, 0.8 Hz, IH), 7.31 (dd, J = 2.1, 0.6 Hz, IH), 7.25-7.17 (m, 2H), 
7.13-7.05 (m, 2H), 6.71 (dd, J = 7.7, 1.7 Hz, IH), 6.56 (d, J = 1.2 Hz, IH^ 6.50 (dd, J 



4.20 (t, J = 5.3 Hz, 2H), 2.82 (t, J = 7.7 Hz, 2H), 2.44 (t, J = 7.7 Hz, 2H)o 

10 mmms (lo) 

3- (2- (2- (i-^^;w>h*-;v-2— <;i/) =c.h^iy) - 4- (b: 



TLC : Rf 0.42 (^DDJ^;VA : ^^^--;i/= 10:1) ; 
15 NMR (300MHz,CDa3) : d 7.60 (d, J = 7.8 Hz, IH), 7.53 (d, J = 1.8 Hz, IH), 
7.33 (d, J = 1.8 Hz, IH), 7.32-7.05 (m, 4H), 6.95 (s, IH), 6.73-6.65 (m, 2H), 6.25 (t, 
J = 1.8 Hz, IH), 5.23 (s, 2H), 4.16 (t, J = 6.6 Hz, 2H), 3.72 (s, 3H), 3.22 (t, J = 6.6 Hz, 
2H), 2.90 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H)o 



= 3.3, 0.9 Hz, IH), 6.25 (t, J = 2.1 Hz, IH), 5.20 (s. 2H), 4.51 (t, J = 5.3 Hz, 2H). 
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mmm3 a i) 

3- (2- (2- i^>^J^:^y 2 )V) Jih^^e^) -4- (t:^ 

^COOH 



5 TLC : Rf 0.47 (i'DD^^^VA : ;i/= 1 0 : 1) ; 

N MR (300 MHz, DMSO-d^) : 6 7.86 (m, IH), 7.78 (d, J = 1.8 Hz, IH), 7.73 (m, 
IHX 7.43 (d, J = 1.8 Hz, IH), 735-7.23 (m, 3H), 7.07 (d, J = 7.5 Hz, IH), 6.88 (s, 
lH)v 6.66 (d, J = 7.5 Hz, IH), 6.24 (t, J = 1.8 Hz, IH), 5.25 (s, 2H), 4.20 (t, J = 6.0 
Hz, 2H), 336 (t, J = 6.0 Hz, 2H), 2.76 (t, J = 7.8 Hz, 2H), 2.39 (t, J = 7.8 Hz, 2H)o 

10 

I^^J3 (7 2) 

3- (2- (2- (^>^>^7^>-2 — f;i/) Jih=3p^') -4- (l^^y— 

— r;M^;i/) 7ai-;v) t^d/iv^ 

^COOH 



15 TLC : Rf 0.45 (^nD5j^;i/A : ;i/= 1 0 : 1) ; 

NMR (300 MHz, DMSO-ds) : 6 7.78 (d, J = 1-8 Hz, IH), 7.55-7.46 (m, 2H), 7.43 
(d, J = 1.8 Hz, IH), 7.26-7.14 (m, 2H), 7.05 (d, J = 7.8 Hz, IH), 6.91 (s, IH), 6.70- 
6.62 (m, 2H), 6.24 (t, J = 1.8 Hz, IH), 5.25 (s, 2H), 4.26 (t, J = 6.3 Hz, 2H), 3.25 (t, J 
= 6.3 Hz, 2H), 2.68 (t, J = 7-8 Hz, 2H), 2.35 (t, J = 7.8 Hz, 2H)o 
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^^J3 (73) 

3- (2- (2- (:^7^5'U>-2— -4- (2-pi5=-;V 



5 




TLC : Rf 039 (^DD:!^;VA : ^;$'y~;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : d 8.24 (d, J = 3.0 Hz, IH), 7.85-7.72 (m, 4H), 
7.50-7.38 (m, 3H), 7.20-7.12 (m, 2H), 7.04 (d, J = 8.4 Hz, IH), 6.95-6.85 (m. 2H), 
4.99 (s, 2H), 4.29 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 2.91 (t, J = 8.1 Hz, 2H), 
10 2.54 (t, J = 8.1 Hz, 2H), 2.48 (s, 3H)o 

iaS^J3 (7 4) 

3- (2- (2- (:h7^1/>-2-'f Jih=^ri>) -4- (tTUi^V- 
2 — f ;i/:r=^e^) :7'D>'1>^ 



15 




T L C : R f 0.41 : i^m^5^;V= 1:1); 

NMR (300 MHz, CDQa) : 6 8.20 (m, IH), 7.84-7.61 (m, 5H), 7.48-7.37 (m, 3H), 
7.13 (d, J = 8.1 Hz, IH), 6.97 (m, IH), 6.86 (dt, J = 8.4, 1.1 Hz, IH), 6.68-6.59 (m, 
2H), 4.22 (t, J = 6.7 Hz, 2H), 3.26 (t, J = 6.7 Hz, 2H), 2.90 (t, J = 7.9 Hz, 2H), 2.55 (t, 
20 J = 7.9Hz,2H)o 
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mmms (75) 

3- (2- (2- (:h7^5^V>-l— f;i/) xhdf^i') -4- (tT^l/— ;i/ 

-1 — r;vp<5=-;i/) :7ai~;i/) yuj^>m 



5 




T L C : R f 0.30 D o:4%;i/A : ^ ^ y — ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : d 8.07 (d, J = 8.1 Hz, IH), 7.87 (d, J = 73 Hz, IH), 
7.76 (dd, J = 63, 3.3 Hz, IH), 7.57-7.42 (m, 5H), 733 (d, J = 2.4 Hz, IH), 7.08 (d, J 
= 7.5 Hz, IH), 6.69 (d, J = 7.5 Hz, IH), 6.66 (s, IH), 6.24 (t, J = 2.4 Hz, IH), 5.21 (s, 
10 2H), 4.27 (t, J = 6.6 Hz, 2H), 3.56 (t, J = 6.6 Hz, 2H), 2.85 (t, J = 7.2 Hz, 2H), 2.49 (t, 
J = 7.2Hz,2H)o 

^#03 (7 6) 

3- (2- (2- (^^P x'>-2-'f ;i/) oih^rS/') -4- (If^y— 

15 1— y;v^^;i/) yj^—)]/) yti^^>m 




TLC : Rf 0.31 (tJ7DD7^;i/A ::A^^—)]/= 10:1) ; 

NMR (300 MHz, CDCI3) : <y 7.55 (d, J = 1.2 Hz. IH), 7.39 (d, J = 1.8 Hz, IH), 
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7.13 (d, J = 8.4 Hz, IH), 7.09-7.02 (to, 2H), 6.87-6.70 (m, 4H), 6.28 (t, J = 1.8 Hz, 
IH), 5.28 (s, 2H), 4.35-4.09 (m, 3H), 2.92 (t, J = 7.2 Hz, 2H), 2.90-2.70 (m, 2H), 
2.61 (t, J = 7.2 Hz, 2H), 2.20-2.00 (m, 3H), 1.88-1.75 (m, IH) » 

Hjfe^JS (7 7) 

3- (2- (2- (:^7i5^U>-2-'f;V) axh^rS/) -4-73,^^(15^:7 
31 -;i/) rn/SV^ 



T L C : R f 0.60 (^^iJ-V : i^^a:5^;i/= 1:1) ; 
NM R (300 MHz, CDCI3) : 6 7.84-7.70 (m, 4H), 7.50-7.25 (m, 5H), 7.14-6.94 (m, 
4H), 6.56 (d, J = 2.4 Hz, IH), 6.47(dd, J = 8.1, 2.4 Hz, IH), 4.19 (t, J = 6.5 Hz, 2H), 
3.25 (t, J = 6.5 Hz, 2H), 2.88 (t, J = 7.8 Hz, 2H), 2.53 (t, J = 7.8 Hz, 2H)o 

mmms as) 

3- (2- (2- ( 1-;<5^;W> K— ;i/-3 — f;i/) o^h^S^) -4 - (If 



TLC : Rf 0.38 (^Uun^)VA : ;i/= 15:1) ; 

N M R (300 MHz, CDQa) : 6 7.61 (m, IH), 7.53 (d, J = 1.8 Hz, IH), 7.34 (d, J = 
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1.8 Hz, IH), 7.33-7.19 (m, 3H), 7.16-7.08 (m, 2H), 6.96 (s, IH), 6.74-6.66 (m, 2H), 
6.25 (t, J = 1.8 Hz, IH), 5.23 (s, 2H), 4.17 (t, J = 6.6 Hz, 2H), 3.75 (s, 3H), 3.22 (t, J 
= 6.6 Hz, 2H), 2.91 (t, J = 8.1 Hz, 2H), 2.56 (t, J = 8.1 Hz, 2H)o 

5 ^^J3 (7 9) 

3- (2- (2- (:^7^U>-2 — r;i') 3i h=^^^') -4- (4-;<^;i/ 

-f ^^\/— 1— f ;v;^5^;i/) 73^— ;i/) -^u^^^m 



TLC : Rf 0.45 (^DD:tf;i/A : ;V=7 : 1) ; 

10 N M R (300 MHz, CDCI3) : 6 7.84-7.58 (m, SH), 7.47-7 36 (m, 3H), 7.14-7.07 (m, 
IH), 6.88-6.44 (m, 3H), 4.93 and 4.91 (s, 2H), 4.22-4.08 (m, 2H), 3.27-3.17 (m. 2H), 
2.95-2.85 (m, 2H), 2.60-2.49 (m, 2H), 2.20 and 2.08 (s, 3H) o 

mmma (so) 

15 3- (2- (4-^^;V-2- (±'7^]y>-2-^Jl) ^>^JV::^^t^) 

-4- (tr^v^— ;v- 1 — r;M5^;i/) 7 3i^;w) yuj-^>m 





TLC : Rf 0.47 (i?DD5^;i/A : ;i/= 10:1) 
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NMR (300 MHz, CDCI3) : 6 7.83-7.76 (m, 3H), 7.70 (s, IH), 7.53 (d, J = 1,8 Hz, 
IHX 7,47-737 (m, 3H), 734 (d, J = 1.8 Hz, IH), 7.05 (d, J = 7.5 Hz, IH), 6.71-6.64 
(m, 2H), 6.26 (t, J = 1.8 Hz, IH), 5.23 (s, 2H), 4.14-3.99 (m, 2H), 3.33 (m, IH), 2.89- 
2.66 (m, 2H), 2.35 (t, J = 7.5 Hz, 2H), 1.88-1.42 (m, 3H), 0.91 (d, J = 6.3 Hz, 3H), 
0.89 (d, J = 63 Hz, 3H)o 

^^J3 (8 1) 

3- (2- (2- (::H7^lx>-2-'f;i/) oih^pi/) -4- (2-5/^^ 



TLC : Rf 0.51 (^'nDJ^;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : ^ 8.27 (dd, J = 4.5, 1.2 Hz, IH), 7.84-7.70 (m, 4H). 
7.50-7.27 (m, 5H), 7.13 (d, J = 7.8 Hz, IH), 6.96 (s, IH), 6.87 (d, J = 7.5 Hz, IH), 
5.17 (s, 2H), 4.31 (t, J = 6.3 Hz, 2H), 3.28 (t, J = 63 Hz, 2H), 2.89 (t, J = 8.1 Hz, 2H), 
2,52(t, J = 8.1Hz,2H)o 

mm]3 (8 2) 

3- (2- (2-^ h:^ri^-2- (:^:7^l^>-2 —Y;!/) :iih:^2/) -4 
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TLC : Rf 0.31 i^nvi:^JVA : ^^5^^— ;i/= 10:1) ; 
N M R (300 MHz, CDQa) : 6 7.90-7.80 (m, 4H), 7.55-7.45 (m, 4H), 733 (d, J = 
2.1 Hz, IH), 7.08 (d, J = 7.8 Hz, IH), 6.71 (dd, J = 7.8, 1.5 Hz, IH), 6.64 (s, IH), 
6.25 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.73 (dd, J = 6.9, 4.8 Hz, IH), 4.22 (dd, J = 9.9, 
5 6.9 Hz, IH), 4.07 (dd, J = 9.9, 4.8 Hz, IH), 3.37 (s, 3H), 2.87 (t, J = 7.5 Hz, 2H), 
2.53(dt,7J;,7.5Hz,2H)o 

^^J3 (8 3) 

3- (2- (4-pt5^;v-2-7ai— ;v^>5=-;v:r^^) -4- (tr^v^— 
10 ;v- 1— f;i/^^;i/) 7ai— ;i/) rD;i>^ 



TLC : Rf 0.44 (^DD5i^;i/A : p?^y—;V= 1 0 : 1) ; 
N M R (300 MHz, CDCI3) : 6 7.54 (m, IH), 7.38-7.17 (m, 6H), 7.07 (d, J = 7.5 Hz, 
IH), 6.69 (dd, J = 7.5, 1.5 Hz, IH), 6.65 (s, IH), 6.26 (t, J = 2.4 Hz, IH), 5.24 (s, 2H), 
15 4.06-3.91 (m, 2H), 3.15 (m, IH), 2.90-2.68 (m, 2H), 2.40 (t, J = 7.8 Hz, 2H), 1.78- 
1.40 (m, 3H), 0.89 (d, J = 6.6 Hz, 3H), 0.87 (d, J = 6.6 Hz, 3H)o 

g ^^l3 (8 4) 

3- (2- (4-^5^;1/-2-7ji-;V^>5=-;V:^=^S>') -4-73i>'^S^ 

20 ;i/) y'a/'^^m. 
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0° 




TLC : Rf 0.35 : S^^cc5=-;i/= 2 : 1) o 

mtm3 (8 5) 

5 3- (2- (2- (:h7^1x>-2-'f;i/) J:h#2/) -4-7 3:y=^lr2^;>< 



TLC : Rf 0.21 (^^-y-^ : i^^aig=-;i'= 2 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.82-7.78 (m, 3H), 7.74 (brs, IH), 7.48-7.39 (m, 3H), 
10 7.30-7.25 (m, 2H), 7.13 (d, J = 7.8 Hz, IH), 6.97-6.90 (m, 5H), 4.99 (s, 2H), 4.29 (t, 
J = 6.6 Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H), 2.93-2.88 (m, 2H), 2.56-2.51 (m, 2H)o 

^^J3 (8 6) 

3- (2- (2- (::^7^^>-2-'^;^) oih^S/) -4-7a:-;i/T^ 
15 7*D/1>^ 
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TLC : Rf 0.45 (t57DDJft;i/A : ^^y'-'))/=9 : 1) o 

mmms (8 7) 

5 3- (2- (2- (:^7^J'^>-2 — UV) 3:-h=^t/) -4- (N-7air: 




TLC : Rf 0.45 (^DD7^;i/A : ^^y— ;i/=9 : 1) o 

10 ^ ^J3 (8 8) 

3- (2- (2- (:^7^§'^>-2 — r;V) ^b^^t/) -4- (N-:n^;V 

-N-7 3iri;i/7'^y^5^;i') 7 31— ;v) rD>'i>^ 




TLC : Rf 0.45 {^uu^^})/!^ : : 1) o 

15 
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^^J3 (8 9) 

3- (2- (2- (•^•7'S^)y>-2-^;]/) 3^h^i^) -4- (3- (t:^ 
1 — f yulfjv) rD/i>M 




5 TLC : Rf 0.51 (^DDJt^;VA : pttJ'y— ;V= 1 0 : 1) ; 

N M R (300 MHz, CDCla) : <? 7.84-7.76 (m, 3H), 7.75 (s, IH), 7.51 (d, J = 2.1 Hz, 
IH), 7.49-7.38 (m, 3H), 7.33 (d, J = 2.1 Hz, IH), 7.03 (d, J = 7.5 Hz, IH), 6.69-6.61 
(m, 2H), 6.23 (t, J = 2.1 Hz, IH), 4.25 (t, J = 6.6 Hz, 2H), 4.11 (t, J = 7.2 Hz, 2H), 
3.27 (t, J = 6,6 Hz, 2H), 2.87 (t, J = 7.2 Hz, 2H), 2.58-2.47 (m, 4H), 2.22-2.10 (m, 
10 2H)o 

mmms oo) 

3- (2- (2- i±y^uy-2—fJV) -4- (2-iJ7DD 



15 




TLC : Rf 0.60 (^DD7i^;^A : ;i/= 9 : 1) ; 

NMR (300 MHzi CDCl^) : 6 7.84-7.72 (m, 4H), 7.49-7.38 (m, 3H), 7.24 (d, J = 
8.1 Hz, IH), 7.13 (d, J = 7.5 Hz. IH), 7.03 (s, IH), 6.95-6.89 (m, IH), 6.77 (s, IH), 
6.74-6.68 (m, IH), 5.06 (s, 2H), 4.31 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 
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2.90 (t, J = 8.1 Hz, 2H), 2.53 (t, J = 8.1 Hz, 2H). 2.29 (s, 3H)o 



^^J3 (9 1) 

3- (2- (2- i±7^]y>-2—()\^) Jih^F-i/) -4- (3-$/^^ 




TLC : Rf 0.60 (^nD3l^;i/A : jjf^y— ;b=9 : 1) ; 
NMR (300 MHz, CDCI3) : d 7.84-7.72 (m, 4H), 7.50-7.31 (m, 4H), 7.28-7.12 (m, 
4H), 6.92-6.86 (m, 2H), 4.99 (s, 2H), 4.29 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 
10 2.91(t,J = 8.1Hz,2H),234(t, J = 8.1Hz,2H)o 

3- (2- (2- i-^y^Uy-Z-^fJl^) J:h:^$/) -4- (2-^h^ 



15 




TLC : Rf 0.54 (^DD5^;i/A : ;V=9 : 1) ; 

NMR (300 MHz. CDCI3) : 7.84-7.70 (m, 4H). 7.50-738 (m, 3H), 7.11 (d, J = 

7.5 Hz, IH), 7.00-6.80 (m, 6H), 5.09 (s, 2H), 4.28 (t, J = 6.3 Bz, 2H), 3.86 (s, 3H), 
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3^ (t, J = 63 Hz, 2H), 2.89 (t, J = 7.8 Hz, 2H), 2.51 (t, J = 7.8 Hz, 2H)o 
^^J3 (93) 

3- (2- (2- (:;^7^V>-2— r;P) h^S^) -4- (2-;>t5^;^ 



TLC : Rf 0.54 (^au:^)lA : j^i^J^y — ;i/= 9 : 1) ; 
NMR (300 MHz, CDGs) ' ^ 7.84-7.72 (m, 4H), 7.50-7.38 (m, 3H), 7.20-7.10 (m, 
3H), 6,98-6.82 (m, 4H), 5.01 (s, 2H), 4.30 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 
10 2.91 (t, J = 7.8 Hz, 2H), 2.53 (t, J = 7.8 Hz, 2H), 2.27 (s, 3H)o 

l^il^J3 (94) 



T L C : R f 0.65 (^^r"y-> : il^^Ji^;i/= 1:1) ; 

NMR (300 MHz, CDQa) : <5 7.34-7.19 (m, 7H). 7.13 (m, IH), 6.99-6.90 (m, 5H), 

4.99 (s, 2H), 4.20 (t, J = 6.6 H2i 2H), 3.11 (t, J = 6.6 Hz, 2H), 2.93-2.87 (m, 2H), 
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2^7-232 (m, 2H)o 

mmm3 o s) 

3- (2- (2-7 3zn;i/j: h^rj/) -4- (tT^i/— 1 — f 

5 7 7°D>'1>M 



TLC:Rf 0.58 (i^nP*c;i/A : ptt^^^— ;i/= 9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 7.54 (d, J = 1.5 Hz, IH), 7.36-7.20 (m, 6H), 7.09 (d, 
J = 7.2 Hz, IH), 6.71 (d, J = 7.5 Hz; IH), 6.66 (s, IH), 6.26 (t, J = 1.8 Hz, IH), 5.22 
10 (s, 2H), 4.12 (t, J = 6.6 Hz, 2H), 3.07 (t, J = 6.6 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 
2 Jl (t, J = 7.8 Hz, 2H)o 

(9 6) 

3- (2- (4-p<5=-;i/-2 - (3, 5-S^^^;i/7*— ^>5=-;i/:^=3!r 
15 5^) -4- (if^\/— 1 7°d.'^>^ 

^COQH 





T L C : R f 0.50 (Wms^^Jl/) ; 
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N M R (300 MHz, CDCI3) : 6 7.54 (d, J = 2.1 Hz, IH), 7.35 (d, J = 2.1 Hz, IH), 
7.08 (d, J = 7.8 Hz, IH), 6.84 (s, 3H), 6.69 (d, J = 7.8 Hz, IH), 6.65 (s, IH), 6.26 (d, 
J = 2.1 Hz, IH), 5.23 (s, 2H), 4.01-3.89 (m, 2H), 3.12-3.02 (m, IH), 2.90-2.72 (m, 
2H), 2.45 (t, J = 7.8 Hz, 2H), 2.29 (s, 6H), 1.71-1.42 (m, 3H), 0.90-0.87 (m, 6H)o 

5 

mm3 (9 7) 

3- (2- (4-^5^;i/-2- (4-y)V:tU-3-^9-)]/7x.—)V) ^> 

5^;l/:^^=^i/) -4- (t:^^/— 1 -'i';i/^5^;i/) 7ir:;i/) yu/-^>m 




10 TLC : Rf 0.47 (^j7pD5jv;i/A : ;i/= 1 9 : 1) ; 

N MR (300 MHz, CDCI3) : 6 7.54 (dd, J = 2.1, 0.5 Hz, IH), 7.35 (dd, J = 2.1, 0.5 
Hz; IH). 7.10-6.87 (m, 4H), 6.71 (dd, J = 7.4, 1.4 Hz, IH), 6.64 (d, J = 1.4 Hz, IH), 
6.27 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 3.98 (dd, J = 8.9, 6.0 Hz, IH), 3.89 (dd, J = 8.9, 
7.5 Hz, IH), 3.09 (m, IH), 2.89-2.68 (m, 2H), 2.41 (t, J = 8.0 Hz, 2H), 2.24 (d, J = 

15 1.8 Hz, 3H), 1.71-137 (m, 3H), 0.89 (d, J = 6.6 Hz, 3H), 0.88 (d, J = 6.6 H z, 3H)o 

^^J3 (9 8) 

2- (2- (2-7a:r:;bj^h#^') -4- (tr^V— l—f ;i/^5^;i/) 
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TLC : Rf 0.34 ii7UU^)]/A : ^^y^--?V=2 0:1) ; 
N M R (300 MHz, CDCl,) : S 8.01 (dd, J = 7.8, 1.5 Hz, IH), 7.54 (d, J = 1.8 Hz, 
IH), 7.40-7.15 (m, 8H), 7.06 (d, J = 7.8 Hz, IH), 6.89 (d, J = 7.8 Hz, IH), 6.70-6.65 
5 (m, 2H), 6.25 (t, J = 2.1 Hz, IH), 5.21 (s, 2H), 4.35 (s, 2H), 4.08 (t, J = 6.9 Hz, 2H), 
2.97 (t, J = 6.9 Hz, 2H)o 

lljffiglJ3 (9 9) 

2- (2- (2- (:^71^^>-2-'f;l/) cch^^S^) -4- (l^^\/-;i/ 

10 - 1 — f ;i/^5^;i/) ^>^;v) 




TLC : Rf 0.34 (^57 □ D3i^;i/i^ : ;i/=2 0:1) ; 

N M R (300 Max, CDCI3) : ^ 7.98 (dd, J = 7.8, 1.5 Hz, IH), 7.80-7.67 (m, 3H), 
7.60 (s. IH), 7.53 (d, J = 1.8 Hz, IH), 7.43-7.38 (m, 2H), 7.32-7.18 (m, 4H), 6.99 (d, 
15 J = 7.8 Hz, IH), 6.87 (d, J = 7.8 Hz, IH), 6.67-6.60 (m, 2H), 6.23 (s, IH), 5.18 (s. 
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2H), 4.35 (s, 2H), 4.14 (t, J = 6.3 Hz, 2H), 3.11 (t, J = 63 Hz, 2H)o 

^^J3 (100) 

2- (2- (4-^^;i'-2-:7 3i:=.;i/^>5=-;i/:^*^') -4- (t;^>/— 
5 i-'f;^^;!/) ^MMB. 




T L C : R f 0.58 D Dt}^;!/^ : ^ ^ — ;V= 10:1) ; 
N M R (300 MHz, DMSO-d«) : 6 8.04 (d, J = 7.5 Hz, IH), 7.54 (d, J = 2.1 Hz, IH), 
7.40-7.10 (m, 8H), 6.97 (d, J = 7.8 Hz, IH), 6.90 (d, J = 7.2 Hz, IH), 6.70-6.60 (m, 
10 2H), 6.25 (t, J = 2.1 Hz, IH), 5.19 (s, 2H), 4.36 (d, J = 16.5 Hz, IH), 4.27 (d, J = 16.5 
Hz, IH), 3.94 (d, J = 63 Hz, 2H), 3.02 (m, IH), 1.62-1.20 (m. 3H), 0.79 (d, J = 63 
Hz,6H)o 

mmm3 (i o p 

15 2- (2- (4-p«5^;V-2- (3, 5-S^^5^;V7 3i^;i/) ^>g=-;i/:^:^ 

^) -4- (ii^\/— — f;M5=-;i/) ^vi^;^) 
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TLC : Rf 0.60 i^uUTisjVA : ^^J—)V= 10:1) ; 
N MR (300 MHz, DMSO-d^) : 6 8.03 (dd, J = 7.5, 1.2 Hz, IH), 7.54 (d, J = 1.8 Hz, 
IH), 7.40-7.23 (m, 3H), 6.99 (d, J = 6.9 Hz, IH), 6.89 (d, J = 8.1 Hz, IH), 6.84-6.76 
5 (m, 3H), 6.68-6.60 (m, 2H), 6.24 (t, J = 1.8 Hz, IH), 5.1 7 (s, 2H), 4.39 (d, J = 16.2 
Hz, IH), 4.31 (d, J = 16.2 Hz, IH), 3.90 (d, J = 6.3 Hz, 2H), 2.96 (m, IH), 2.24 (s, 
6H), 1.60-1.26 (m, 3H), 0.79 (d, J = 6.3 Hz, 6H)o 

mmms (102) 

10 3 - (2- (4-p<^;i/-2- (4-^h=^^'-l, 3-S^:^^'9-'f 

-e-'f^v) ^>5^;v:r=¥s^) -4- (i^^^;— ;v- i->f;i/^5^;i') 7ai 




TLC : Rf 0.65 (B^^ai5=-;W) ; 
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N M R (300 MHz, CDCI3) : 6 7.54 (d, J = 2.1 Hz, IH), 7.36 (d, J = 2.1 Hz, IH), 
7.08 (d, J = 7.2 Hz, IH), 6.70 (d, J = 7.2 Hz, IH), 6.65 (s, IH), 6.44 (d, J = 1.5 Hz, 
IH), 6.40 (d, J = 1.5 Hz, IH), 6.27 (t, J = 2.1 Hz, IH), 5.93-5.91 (m, 2H), 5.24 (s, 
2H), 4.00-3.85 (m, 2H), 3.89 (s, 3H), 3.10-3.00 (m, IH), 2.91-2.71 (m, 2H), 2.43 (t, J 
5 = 7.5 Hz, 2H), 1.66-1.43 (m, 3H), 0.90-0.87 (m, 6H) o 

mmms aos) 

3- (2- (2- {±y^]y>-2->f;V) :i:.h^iy) -4- 
7 3i^;i/T^yp«^;i/) 7 3ir:;i/) 7°d>'1>^ 



10 




TLC : Rf 0.53 (i^UU^^JVA : J-')]/=Q : 1) ; 
NMR (300 MHz, CDCQ : 6 l.i^lJS (m, 3H), 7.73 (s, IH), 7.49-7.38 (m, 3H), 
7.22 (t, J = 7.8 Hz, IH), 7.11 (d, J = 7.8 Hz, IH), 6.96 (d, J = 7.8 Hz, IH), 6.86-6.74 
(m. 4H), 4.30-4.20 (m, 4H), 3.27 (t, J = 6.3 Hz, 2H), 2.90 (t, J = 7.8 Hz, 2H), 2.54 (t, 
15 J = 7.8Hz,2H)o 

^^J3 (10 4^ 

3- (2- (2- (:h7^1/>-2 —f ;i/) aih:3|rS^) -4- (2-^5^;V 
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TLCrRf 0.53 (^o D7^;i/A : >i ^ ^ — ;v= 9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.84-7.76 (m, 3H), 7.73 (s, IH), 7.50-7.38 (m, 3H), 
7.14-7.04 (m, 3H), 6.92-6.84 (m, 2H), 6.67 (t. J = 7.8 Hz, IH), 6.60 (d, J = 7.8 Hz, 
5 IH), 4.32-4.22 (m, 4H), 3.26 (t, J = 6.3 Hz, 2H), 2.90 (t, J = 8.1 Hz, 2H), 2.53 (t, J « 
8.1 Hz, 2H), 2.15 (s, 3H)o 

^^J3 (105) 

3- (2- (2- (:^7t57l/>-2— r;v) och^rJ^) -4- (tfUS^^- 

10 3->f;i/7^y'^5=-;i') 7 3iz^;v) T'D.^'^y^ 




TLC : Rf 0.41 (^OPJ^;i/A : pt^y'— ;i/=9 : 1) ; 
NMR (300 MHz, CDCO : 6 8.05 (d, J = 2.7 Hz, IH), 7.94 (dd, J = 4.5, 1.5 Hz, 
IH), 7.84-7.74 (m, 3H), 7.72 (brs, IH), 7.48-7.36 (m, 3H), 7.14-7.04 (m, 2H), 6.92- 
15 6.78 (m, 3H), 4.28-4.18 (m, 4H). 3.25 (t. J = 6.6 Hz, 2H), 2.91 (t, J = 7.5 Hz, 2H), 
2.55(t, J = 7.5Hz,2H)o 

mmms (10 6) 
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3- (2- (2- (^V^Z-f 3:h:^$/) -4- (1^^^— 1 

— 7ai-;i/) rD>^i>® 




TLC : Rf 0,48 (^tiut^JVA : ;v=9 : 1) ; 

5 NMR (300 MHz, CD3OD) : 6 7.85-7.77 (m, 2H), 7.65 (d, J = 2.1 Hz, IH), 
7.55-7.40 (m, 4H), 7.10 (d, J = 7.8 Hz, IH), 6.82 (s, IH), 6.70 (d, J = 7.5 Hz, IH), 
630 (dd, J = 2.1, 2.1 Hz, IH), 5.28 (s, 2HX 4.15 (t, J = 5.7 Hz, 2H), 3.78 (t, J = 5.7 
Hz, 2H), 2.89 (t, J = 7.5 Hz, 2H), 2.52 (t, J = 7.5 Hz, 2H)o 

10 mmma (i o ?) 

3- (2- (2- (7 3^^;i/;:^;i/Jj%n;i/7^^) aih^rS^) -4- 




TLC : Rf 0.48 (^DDJ^;i/A : 9 : 1) ; 

15 NMR (300 MHz, CD3OD) : 6 7.89-7.84 (m, 2H), 7.64 (d, J = 2.1 Hz, IH), 
7.58-7.46 (m, 4H), 7.08 (d, J = 7.8 Hz, IH), 6,70 (d, J = 7.8 Hz, IH), 6.66 (s, IH), 
6.31 (t, J = 2,1 Hz, IH), 5.26 (s. 2H), 3.93 (t, J = 5.7 Hz, 2H), 3.28 (m, 2H), 2.83 (t, J 
= 7.5 Hz, 2H), 2.49 (t, J = 7,5 Hz, 2H)o 
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^^J3 (10 8) 

3- (2- (2- (N-^^;w-N-73i— ^i^:^^) 
-4- (t:^v^— ;b- 1— f yu^'^>m 



5 TLC : Rf 0.67 (^Dn3^;VA : ^:$^>^--;i/=9 : 1) ; 

N MR (300 MHz, CDCls) : 6 7.80 (d, J = 8.1 Hz, 2H), 7.64-7.49 (m, 4H), 7.40 (d, 
J = 2.1 Hz, IH), 7.13 (d, J = 7.8 Hz, IH), 6.76 (d, J = 7.8 Hz, IH), 6.65 (d, J = 2.1 Hz, 
IH), 6.29 (t, J = 2.1 Hz, IH), 5.27 (s, 2H), 4.10 (t, J = 5.4 Hz, 2H), 3.44 (t, J = 5.4 Hz, 
2H), 2.90 (t, J = 7.5 Hz, 2H), 2.90 (s, 3H), 2.61 (t, J = 7.5 Hz, 2H)o 

10 

^#|J3 (10 9) 

3- (2- (2-p< h^r$^-3-:7aiy=3pi/rD7i^^ri^) -4- (If^V^— 



15 T L C : R f 0.35 (Bm^^^Jl^) ; 

N MR (300 MHz, CDCI3) ; 6 7.54 (d, J = 2.1 Hz, IH), 7.37 (d, J = 2.1 Hz, IH), 
731-7.28 (m, 2H), 7.12 (d, J =■ 7.2 Hz, IH), 6.98-6.91 (m, 3H), 6.76-6.71 (m, 2H), 
6.28 (t, J = 2.1 Hz, IH), 5.26 (s, 2H), 4.20-4.07 (m, 4H), 3.97-3.90 (m, IH), 3.56 (s. 
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3H), 2.93 (t, J = 7.5 Hz, 2H), 2.64-2.58 (m. 2H)o 
^^J3 (110) 

3- (2- (2-3ih=^i^-3-7iydpS/7°PiH^-» -4- (1^7 V^— 




T L C : R f 0.45 (B^^3i^;i/) ; 

NMR (300 MHz, CDCI3) : 6 7.54 (d, J = 1.8 Hz, IH), 7.36 (d, J = 1.8 Hz, IH), 
7.31-7.27 (m, 2H), 7.12 (d, J = 7.5 Hz, IH), 6.98-6.91 (m, 3H), 6,75-6.71 (m, 2H), 
10 6.27 (t, J = 1.8 Hz, IH), 5.26 (s, 2H), 4.16-3.99 (m, 5H), 3.75 (q, J = 6.9 Hz, 2H), 
2.96-2.90 (m, 2H), 2.65-2.59 (m. 2H), 1.24 (t, J = 6.9 Hz, 3H) c 

^#|J3 (111) 

3- (2- (2- (:^7tJ'l/>-2-'f ;i/) J^h^S^) -4- (li^V^— ;i/ 

15 - 1 — f ;i/p<^;v) -5-iJ7Dn7ai— ;v) irDy-^v^ 




TLC : Rf 0.24 (^dpiJ-V : B^3i5^;i/= 2 : 1^ 0.5%B^^) ; 

NMR (300 MHz, CDCa,) : 6 7.82-7.74 (m. 3H), 7.68 (s, IH), 7.56 (d, J = 2.1 Hz, 



160 



wo 03/016254 



PCT/JP02/08120 



IH), 7.47-7.38 (m, 3H), 7.36 (dd, J = 8.1, 1.8 Hz, IH), 7.13 (s, IH), 6.51 (s, IH), 
6.28 (t, J = 2.1 Hz, IH), 5.36 (s, 2H), 4.12 (t, J = 6.6 Hz, 2H), 3.18 (t, J = 6.6 Hz, 2H), 
2.81 (t, J = 7.8 Hz, 2H), 2.47 (t, J = 7.8 Hz, 2H)o 

5 mmm3 (112) 

3- (2- (2- (:^:7^ V>-2-'f ^h^i/') -4- (if^^/— ;v 



TLC : Rf 0.30 (^=3p-9-> : B^^;ii^;i/= 1 : 1> 0.5%BP®) ; 
10 N M R (300 MHz, CDCI3) : d 7.82-7.74 (m, 3H), 7.69 (bs, IH), 7.52 (d. J = 2.1 Hz, 
IH), 7.47-735 (m, 4H), 6.70 (s, IH), 6.59 (s, IH), 6.22 (t, J = 2.1 Hz, IH), 5.27 (s, 
2H), 4.14 (t, J = 6.6 Hz, 2H), 3.76 (s, 3H), 3.18 (t, J = 6.6 Hz, 2H), 2.84 (t, J = 7.5 Hz, 
2H), 2.49 (t, J = 7.5 Hzi 2H)o 

15 ^^J3 (113) 

3- (2- (2- (^>\/-f f;V) J^h=^5^) -4- (l^ 





T L C : R f 0.55 P n:tv;i/A : p« ^ — ;i/= 5:1); 
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N M R (300 MHz, DMSO-d.) : 6 8.24 (s, IH), 7.74 (m, IH), 7.68 (d, J = 7.8 Hz. 
IH), 7.63 (d, J = 7.8 Hz, IH), 7.42 (m, IH), 7.25 (dd, J = 7.8, 7.2 Hz, IH), 7.18 (dd, J 
= 7.8, 7.2 Hz, IH), 7-02 (d, J = 7.8 Hz, IH), 6.80 (s, IH), 6.63 (d, J = 7.8 Hz, IH), 
6.22 (m, IH), 5.20 (s, 2H), 4.69 (t, J = 5.1 Hz, 2H), 4.23 (t, J = 5.1 Hz, 2H), 2.60 (t, J 
5 =7.5Hz,2H>2,26(t,J = 7.5Hz,2H)o 

^^^J3 (114) 

3- (2- (4-p«5=-;i/-2 - (4-:7;i/::4-D-3 -^5^;i/7^r:;i/) ^> 



10 




TLC : Rf 0.57 (^nu:^^)V2^ : pt^y— ;i/= 1 0 : 1) o 



mmm s ( 1 1 5 ) 

3- (2- (4-^5=-;V-2- (4-7;i':^D-3 -^5^;i/7ain;i/) ^> 

15 5F-;i/;r=3ps^) -4-7ai^dp2^p?^;v7 3iri;i/) t'd^'?^^ 




TLC : Rf 0.57 (^^DD3fc;i/A : ^^y— ;i/= 1 0 : 1) o 
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^^J3 (116) 

3- (2- (2- (2-p«^;i/^>\;>r ;v- 1— r>»p) j^h^$^) 
-4- (tf^y— 1— :7ai— ;u) yxnj^>m. 



TLC : Rf 0.41 (^pn4^;i/A : ;p= 9 : 1) ; 

NMR (300 MHz, DMSO-dj) : 6 7.73 (dd, J = 2.2, 0.6 Hz, IH), 7.59 (m, IH), 7.50 
(m, IH), 7.41 (dd, J = 2.2, 0.6 Hz, IH), 7.22-7.10 (m, 2H), 7.01 (d, J = 7.7 Hz, IH), 
6.83 (d, J = 1.6 Hz, IH), 6.63 (dd, J = 7.7, 1.6 Hz, IH), 6.22 (t, J = 2.2 Hz, IH), 5.20 
(s, 2H), 4.65 (t, J = 5.0 Hz, 2H), 4.25 (t, J = 5.0 Hz, 2H), 2.60 (s, 3H), 2.57 (t, J = 7.7 
Hz, 2H), 2.24 (t, J = 7.7 Hz, 2H)o 

^^J3 (117) 

3- (2- (2- (IH— f >yv-;v- i—f;!/) Jih^^pi/') -4- (tr 



T L C : R f 0.58 (^ n n7fc;i/A : ^ ^5^ y — ;b= 19:1) ; 

NMR (300 MHz, CDQa) : d 8.02 (d, J = 0.9 Hz, IH), 7.71 (d. J = 7.8 Hz, IH), 

735-7.46 (m. 2H), 7.41-7.31 (m, 2H), 7.12 (m, IH), 7.04 (d, J = 7.5 Hz, IH), 6.70 (d. 
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J = 7.5 Hz, IHX 6.60 (s, IH), 6.26 (t, J = 2.0 Hz, IH), 5.22 (s, 2H), 4.78 (t, J = 5.2 Hz, 
2H), 435 (t, J = 5.2 Hz, 2H), 2.67 (t, J = 7.7 Hz, 2H), 2.28 (t, J = 7.7 Hz, 2H)o 

mmms (i 1 8) 

3- (2- (2- (2H-^>y hUT\/-;U-2— r;i/) J^h=^5^) -4 

- (if^y— — f;vp«5^;i/) rD>'i>^ 



TLC : Rf 0.42 (^DD7iv;VA : ;i/= 1 0 : 1) o 

mmms ( 1 1 9) 

3- (2- (2- (iH-^^yhUT^^/— — r;^) ^^h^^ei^) -4 



T L C : R f 0.35 (tJ' D n:t:;i/A : ^ ^ ;i/= 1 0 : 1 ) o 
^ai^J3 (12 0) 

3- (2- (2- ( (3 -^5^;i/'<>^^-f;i/) TS.y) 3ih:^sy) -4- (If 




OOOH 




COOH 
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JX 



COOH 




TLC : Rf 0^5 (Bfi^ai5^;i/ ; ;i/=9 : 1) ; 

NMR (300 MHz, DMSO-d^) : 6 12.03 (s, IH), 8.60-8.56 (m, IH), 7.78 (d, J = 2.1 
Hz, IH), 7.65-7.60 (m, 2H), 7.43-7.42 (m, IH), 7.33-7.31 (m, 2H), 7.07 (d, J = 7.8 
5 Hz, IH), 6.88 (s, IH), 6.67 (d, J = 7.8 Hz, IH), 6.24-6.23 (m, IH), 5.24 (s, 2H), 4.06 
(t, J = 5.7 Hz, 2H), 3.65-3.59 (m. 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.43 (t, J = 7.5 Hz, 
2H), 2.33 (s, 3H)o 

giai^j3 (12 1) 

10 3- (2- (2- ( (3-p< h=^i^^>V'^-Y;V) T^^) J:h=^PS/) -4- 

f;i/p<^;i/) yx.=^j]/) yuj^>m 



TLC : Rf 0.50 (g^^cn5=-;i/ : ;i/=9 : 1) ; 

NMR (300 MHz, DMSO-dj) : <5 12.01 (s, IH), 8.65-8.61 (m, IH), 7.78 (d, J = 2.1 
15 Hz, IH), 7.43-732 (m, 4H), 7.08-7.05 (m, 2H), 6.88 (s, IH), 6.67 (d, J = 7.5 Hz, IH), 
6.24 (t, J = 2.1 Hzi IH), 5.24 (s, 2H), 4.06 (t, J = 5.7 Hz, 2H), 3.78 (s, 3H), 3.65-3.60 
(m, 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.42 (t, J = 7.5 Hz, ZH)o 

iyfe#!l3 (12 2) 
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3- (2- (2- ( i±y'$'U>-2-^)\/^)ly^-)V) T^^) 3^h^S^) 

-4- (tf^\/— — r;i/^5^;v) y^=-)v) y^xj^-^^m 



TLC : Rf 0.30 (ti7Dn3i^;i/A : ^^y— ;i/=9 : 1) ; 
5 N MR (300 MHz, CDCI3) : 6 8.32 (s, IH), 7.92-7.82 (m, 4H), 7.58-7.48 (m, 3H), 
736 (d, J = 2.1 Hz, IH), 7.11 (d, J = 7.8 Hz, 2H), 6.73 (d, J = 7.8 Hz, IH), 6.65 (s, 
IH), 6.26 (dd, J = 2.1, 2.1 Hz, IH), 5.24 (s, 2H), 4.10 (t, J = 5.1 Hz, 2H), 3.90 (dt, J = 
5.1, 5.1 Hz, 2H), 2.96 (t, J = 7.2 Hz, 2H), 2.63 (t, J = 7.2 Hz, 2H)o 

10 ^^J3 (12 3) 

3- (2- (2- ( (4-^h^i^^>^J^J\^) T^^) ^^h^i^) -4- 



TLC : Rf 0.19 (e7nD3jx;i/A : ;V=9 : 1) ; 

15 NMR (300 MHz, CDCI3) : 6 7.77 (d, J = 8.7 Hz, 2H), 7.53 (4 J = 1-8 Hz, IH), 
737 (d, J = 2.1 Hz, IH), 7.09 (d, J = 7.8 Hz, IH), 6.96 (m, IH), 6.88 (d, J = 9.0 Hz, 
IH), 6.72 (d, J = 7.8 Hz, IH), 6.63 (s, IH), 6.27 (dd, J = 2.1, 1.8 Hz, IH), 5.24 (s, 
2H), 4.02 (t, J = 4.8 Hzi 2H)^ 3.81 (s, 3H), 3.80 (m, 2HX 2.93 (t, J = 7.5 Hz, 2H), 
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2.60(t,J = 7^Hz,2H)o 
^^J3 (12 4) 

3- (2- (2- ( {4--i7Uti^>'J-()]y) T^y) -4- (t: 



TLC : Rf 0.20 (^7DD3t^;PA : ^jj'y— ;i/=9 : 1) ; 
NMR (300MHz,Ca5Cl3) : 6 7.76 (d, J = 8.4 Hz, 2H), 7.53 (d, J = 2.1 Hz, IH), 
738-7.32 (m, 3H), 7.16 (m. IH), 7.10 (d, J = 7.8 Hz, IH), 6.73 (d, J = 7.8 Hz, IH), 
10 6.63 (s, IH), 6.27 (dd, J = 2.1, 2.1 Hz, IH^ 5.23 (s, 2H), 4.03 (t, J = 5.4 Hz, 2H), 
3.79 (dt, J = 5.4, 5.4 Hz, 2HX 2.94 (t, J = 7.2 Bz, 2H), 2.60 (t, J = 7.2 Hz, 2H)o 

mmm a (i 2 5 ) 

3- (2- (4-^^)V-2-^>^J^ )VT^y^>^))/:t^^) - 4- (tT 

15 ^y— i-'f;i/.?t5^;i/) 73i^;v) yu^-^^m 



TLC : Rf 0.58 (^Pn7fi;i/A : pt^y— ;i/= 9 : 1) ; 

NMR (300 MHz; CDCQ : 6 1.90-1 (m, 2H), 7.53 (d, J = 2.1 Hz, IH), 

7.51-7.35 (m, 4H), 7.10 (d, J = 7.7 Hz, IH), 6.73 (d, J = 7.7 Hz, IH), 6.64 (s, IH), 





167 



wo 03/016254 



PCT/JP02/08120 



6.48 (d, J = 8.7 Hz, IH), 6.27 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.65 (m, IH), 4.05 (dd, 
J = 9.3, 3.9 Hz, IH), 3.92 (dd, J = 9.3, 1.8 Hz, IH), 2.90 (t, J = 7.8 Hz, 2H), 2.69- 
2.46 (m, 2H), 1.81-1.48 (m, 3H), 0.97 (d, J = 6.3 Hz, 6H) o 

5 mmms (126) 

3- (2- (2- (i'y^]y>-2->()V) oib^rS^) -4- 




TLC : Rf 0,29 (t^DD5j^;i/A : ;i/= 10: 1) o 

10 

^^J3 (12 7) 

3- (2- (2- (:^7i$'l/>-2— f;i/) J^h=3pS^) -4- i^)]y7i^V> 
— 4--Y;v;>«5^;v) 7 31— ;i/) rn/iy^ 




15 T L C : R f 0.33 D n7j%;i/A : ^ y — ;b= 1 0 : 1) «, 
llflte^J3 (12 8) 
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3- (2- (2- (4-^^;i/^>V^-r;V7^y) aih:3|r^) -4- (If^ 




TLC : Rf 0.20 (^DD:^^;i/A : pt^y'— ;i/=9 : 1) ; 
5 N M R (300 MHz, CDClg) : 6 7.70 (d, J = 8.4 Hz, 2H), 7.53 (d, J = 2.1 Hz, IH), 
7.37 (d, J = 2.1 Hz, IH), 7.19 (d, J = 8.1 Hz, 2H), 7.10 (d, J = 7.8 Hz, IH), 6.98 (brs, 
IH), 6.72 (d, J = 7.5 Hz, IH), 6.63 (s, IH^ 6.27 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.03 
(t, J = 4.8 Hz, 2H), 3.81 (dt, J = 5.1, 4.8 Hz, 2H), 2.93 (t, J = 7.5 Hz, 2H), 2.60 (t, J = 
7.5 Hz, 2H), 2.36 (s, 3H)o 

10 

iljfegiJ3 (12 9) 

3- (2- (2- (:^7^^>- 1— f;i/5!3;i/7}?n;i/:r^y') o^h^^E^s^) - 

4- (i:f^\/— — r;vp«5=-;i/) •7:i^~)v) yu/^>m 




15 TL C : Rf 0.28 (i^pn7jN;i/A : 9 : 1) ; 

NMR (300 MHz, DMSO-d,) :6 8.74 (m, IH), 8.20 (m, IH), 8.02-7.94 (m, 2H), 
7.80 (d, J = 2.4 Hz, IH), 7.60-7.50 (m, 4H), 7-43 (d, J = 1.8 H^ IH), 7.09 (d, J = 7.5 
Hz, IH), 6.92 (s, IH), 6.68 (d, J = 7.5 Hz, IH), 6.24 (dd, J = 2.4, 1.8 Hz, IH), 5.26 (s, 
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2H), 4.13 (t, J = 5.7 Hz, 2H), 3.71 (dt, J = 5.1, 5.7 Hz, 2H), 2.80 (t, J = 7.2 Hz, 2H), 
2.45(m,2H)o 



mmms (lao) 

5 3- (2- (2- (2-^>S^;i/:3b;i/7H— Jih^^ri^) -4- (If 




T L C : R f 0.54 D D3^;i/A : p< tJ' ^ — ;i/= 9:1); 
N MR (300 MHz, DMSO-d«) : 6 8.22 (m, IH), 7.78 (d, J = 2.4 Hz, IH), 7.43 (d, 
10 J = Zl Hz, IH), 7.30-7.15 (m, 5H), 7.07 (d, J = 8.1 Hz, IH), 6.83 (s, IH), 6.67 (d, J = 
8.1 Hz, IH), 6.24 (dd, J = 2.4, 1.8 Hz, IH), 5.24 (s, 2H), 3.94 (t, J = 5.4 Hz, 2H), 
3.46-338 (m, 4H), 2.74 (t, J = 7.5 Hz, 2H), 2.45 (t, J = 7-5 Hz, 2H)o 

^^J3 (13 1) 

15 3- (2- (2- (2-p«5^;W>y>r;VT^y') aih^Pi^) -4- (If^ 




TLC : Rf 0.38 (-^UU-^JVA : ;i/= 10: 1) o 
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^^J3 (13 2) 

3- (2- (2- (2-^Dn^>\/'f ^ih^s^) -4- (i^^ 
— r;M5^;i/) ytij^>m 

^---^ ^COOH 



TLC ; Rf 0.40 (^DD7f;;VA : ;i/= 1 0 : 1) » 

(133) 

3- (2- (2- (2-^ h=^S^^W-r;i/7'^y) ^h=^2/) -4- (t! 

10 ^y— ;v- 1— f;v^5^;i') :7ai^;i') p^p^ivM 

^COOH 



TLC : Rf 0.42 (^J? P D3jx;i/A : p^^^'y'— ;V= 1 0 : 1) o 
^^J3 (13 4) 

15 3- (2-7i-;i/;b;w\*^'i';i/p< h^S/-4- (tr^V— ;w- 1 — f 



5 
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TLC : Rf 0.53 (^DP'^;i/A : ;V=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 8.79(s, IH), 7.66 (d, J = 7.8 Hz, 2H), 7.52 (d, J = 2.1 
Hz, IH), 738 (d, J = 2.1 Hz, IH), 7.36-7.30 (m, 2H), 7.20-7.10 (m, 2H), 6.78 (d, J = 
5 7.8 Hz, IH), 6.61 (s, IH), 6.27 (t, J = 2.1 Hz, IH), 5.26 (s, 2H), 4.45 (s, 2H), 3.06 (t, 
J = 7.2 Hz, 2HX 2.72 (t, J = 7.2 Hz, 2H)o 



^^J3 (13 5) 

3- (2- (:^:7^57^>- 1 — Y;i/:;S7;W"^^>f ;M h^i^) -4- (l^^^/ 

10 — — 7ai::^;v) rD>''?>^ 




TLC : Rf 0.53 (^DP5^;VA : j'^^y'— ;b=9 : 1) ; ' 
N MR (300 MHz; DMSO-d^) : 6 10.04 (s. IH), 8.04-7.92 (m, 2H), 7.84-7.76 (m. 
2H), 7.65 (d, J = 7.2 Hz, IH), 7.58-7.50 (m, 3H), 7.43 (d, J = 2.1 Hz, IH), 7.15 (d, J 
15 = 7.8 Hz, IH), 6.94 (s, IH), 6.75 (d, J = 7.8 Hz, IH), 6.22 (t, J = 2.1 Hz, IH), 5.28 (s, 
2H), 4.85 (s, 2H), 2.90 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H)o 
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^^^13 (13 6) 

3- (2- (:?-7^V>-2— f;V'A;Wt^-f;M h=^^) -4- {\^^^J 
— 1 — f;v^^;i/) yti7^>m 




5 TLC : Rf 0.59 (i'nD7h;i/A : ;v= 9 : 1) ; 

NMR (300MH2^DMSO-d«) :6 10,21 (s, IH), 8.29 (s, IH), 7.90-7.80 (m, 3H). 
7.74 (d, J = 1.8 Hz. IH), 7.61 (dd, J = 8.7, 1.8 Hz, IH), 7.50-738 (m, 2H), 7.36 (d, J 
= 1.8 Hz, IHX 7.14 (d, J = 7.8 Hz, IH), 6.85 (s, IH), 6.72 (d, J = 7.8 Hz, IH), 6.16 
(dd, J = 1.8, 1.8 Hz, IH), 5.25 (s, 2H), 4.75 (s, 2H), 2.86 (t, J = 7.2 Hz, 2H), 2.55 (t, J 
10 =7.2Hz,2H)o 

mmm3 (13 7) 



15 




TLC : Rf 0.48 (^Js=-i^> : B^Kji^;1/= 1:1); 

NMR (300 MHz, CDCI3) : 6 7.35-7.14 (m, 8H), 7.00-6.80 (m, 5H), 4.99 (s, 2H), 

4.00 (t, J = 6.3 Hz, 2H), 3.00-2.95 (m, 2H), 2.82 (dd, J = 7.8, 7.5 Hz, 2H), 2.72-2.67 
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(m, 2H), 2.17-2.08 (m, 2H)o 

mmm3 (i 3 8) 

3- (2- (4-7ai-;i/:;^hdp$/) - 4 -7 :/ 

5 UJ^>Wt 




TLC : Rf 0.52 (^=3elf> : m^=i^^)^= 1:1); 

NMR (300 MHz. CDCI3) : 6 7.34-7.13 (m, 8H), 7.00-6.90 (m, 5H), 5.00 (s, 2H), 

4.01-3.98 (m, 2H), 2.98-2.92 (m, 2H), 2.70-2.64 (m, 4H), 1.85-1.82 (m, 4H) o 

10 

^^3 (13 9) 

3- (2- (2- (r^7^l/>-2 ->r;V) J^h^^^-) -4- 




I 

15 TLC : Rf 0.25 (t^nn^;i/A : ;><^>/— ;i/= 5 : 1) o 
^^13 (140) 
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2- ( (2- (2- (■^y^\y>-2—^)l') Jih^S^) -4- (l^^^/— 




TLC : Rf 0.25 (if^a^^;!^ : ;V= 1 : 1) o 
^^J3 (14 1) 

2- (N-p?5^;V-N- (2- (2- V'>-2-'r;i^) aihdpi/) 

-4- 1— f;i/^5^;i/) t^/) mi^-iMm^ 




10 TLC : Rf 0.30 (B^M^f^^l' : ^ ^ ^ — >'l'= 1 : 1) o 
^^J3 (14 2) 

2- (N-p?e/;i/-N- (2- (2- (±7;$'^>-2 — r;V) aih^^i/) 

-4- i-^;v^5=-;v) ^>s^;i/) t^^) 
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TLCrRf 0.45 (B^^j:^;!/: ^^S'^'— ;i/=3 : 1) o 

mmm3 (143) 

5 2- (2- (:h7iJ'i/>-2-'f;i/) 3ih^i/) -4 - 1- 




TLC : Rf 0.63 (e7Dn3ix;i/A : ^^$^y--;i/=9 : 1) ; 
NMR (300 MHz, CDO,) : 6 8.10 (d, J = 7.8 Hz, IH), 7.88-7.77 (m, 3H), 7.71 (s, 
10 IH), 7.59 (d, J = 1.5 Hz, IH), 7.53-7.40 (m, 3H), 7.35 (dd, J = 8.4, 1.5 Hz, IH), 6.91 
(d, J = 8.4 Hz, IH), 6.79 (s, IH), 633 (t, J = 2.1 Hz, IH), 5.34 (s, 2H), 4.45 (t, J = 6.6 
Hz, 2H), 3.32 (t, J = 6.6 Hz, 2H)o 

mmms (i4 4) 

15 3- (2- (2- ii-y^V>-2—()V) :x.h^i^) -4- 

2— r;i/T^y;^5^;i/) ^o^-;!/) ro^'i^i^ 
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COOH 



TLC : Rf 0.52 (^7Dn3^;i/-i. : ^^?>'— ;V=9 : 1) ; 
N MR (300 MHz, DMSO-dj) : 6 12.04 (s, IH), 7.92 (dd, J = 4.8, IS Hz, IH), 
7.89-7.79 (m, 4H), 7.51-7.41 (m, 3H), 7.33 (m, IH), 7.01 (d, J = 7.5 Hz, IH), 6.97- 
5 6.89 (m, 2H), 6.78 (m, IH), 6.50-6.42 (m, 2H), 4J8 (d, J = 6.0 Hz, 2H), 4.22 (t, J = 
6.6 Hz, 2H), 3.19 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.35 (t, J = 7.5 Hz, 2H)o 

l^jfa^JS (14 5) 

3- (2- (2- (:^7^1/>-2— r;V) ^h^S^) -4- (^^•T'V^— ;i/ 

10 -2-'f;vT$^p<5^;i/) 7 31—;!/) rp/i>^ 



TLC :Rf 0.50 (^Dn3i^;VA : ^^t^^y'— ;i/= 9 : 1) ; 
N M R (300 MHz, DMSO-d«) : S 12.04 (s, IH), 7.94 (t, J = 5.7 Hz, IH), 7.90-7.80 
(m, 4H), 7.53-7.41 (m, 3H), 7.04 (d, J = 7.5 Hz, IH), 6.98 (d, J = 3.6 Hz, IH), 6.96 
15 (d, J = 1.5 Hz, IH), 6.79 (id, IH), 6.58 (d, J = 3.6 Hz, IH), 435 (d, J = 5.7 Hz, 2H), 
4.23 (t, J = 6.6 Hz, 2H), 3.20 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2HX 2.36 (t, J = 
7.5 Hz, 2H)o 

mmm3 (14 6) 

20 3- (2- (2-S^^D^^t/;V;r=^$/ai)>:f|r$^) -4- (e^vT— 1 
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T L C : R f 0.34 D d:^^;va : p« ^ ^— ;i/= 9:1) ; 
NMR (300 MHz, CDCI3) : 6 7.54 (d, J = 1.5 Hz, IH), 7.36 (d, J = 1.5 Hz, IH), 
7.12 (d, J = 7.8 Hz, IH), 6.73 (d, J = 7.8 Hz, IH), 6.67 (s, IH), 6.23 (dd, J = 1.5, 1.5 
5 Hz, IH), 5.26 (s, 2H), 4.05 (t, J = 4.8 Hz, 2H), 3.80 (t, J = 4.8 Hz, 2H), 3.34 (m, IH), 
2.93 (t, J = 7.5 Hz, 2H). 2.65 (t, J = 7.5 Hz, 2H), 1.94 (m, 2H), 1.73 (m, 2H), 1.52 (m, 
IH), 1.36-1.16 (m, 5H)o 

^^J3 (14 7) 

10 3- (2- (^>t^))/i3JW^'E^)]/:Ah^i^) -4- (t:^\/— l--f 
y:iL-)v) yu/^>^ 




TLC : Rf 0.49 (^j7DD:«fc;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.55 (d, J = 2.1 Hz, IH), 7.38 (d, J = 2.4 Hz, IH), 
15 7.34-7.20 (m, 6H), 7.13 (d, J = 7.8 Hz, IH), 6.78 (d, J = 7.8 Hz, IH), 6.59 (s, IH), 
6.29 (dd, J = 2.4, 2.1 Hz, IH), 5.25 (s, 2H), 4.52-4.47 (m, 4H), 2.94 (t, J = 7.2 Hz, 
2H), 2.58 (t, J = 7.2 Hz, 2H)o 

mm3 (14 8) 
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3- (2- ( ( 1 -:7ai-;i.j^5=-;v) *;wn*^-i';vp« h^^) -4- (if^ 
1— r;i/^5=-;i/) rp/^^v^ 

^COOH 



TLC : Rf 0.53 (^uu^)VA : pt^y-;b=9 : 1) ; 
5 N MR (300 MHz, CDCQ : 6 7.53 (d, J = 1.8 Hz, IH), 7.35 (d, J = 2.1 Hz^ IH), 
732-7.20 (m, 5H), 7.14 (d, J = 7.5 Hz, IH), 7.09 (d, J = 8.1 Hz, IH), 6.77 (d, J = 7.5 
Hz, IH), 6.55 (s, IH), 6.27 (dd, J = 2.1, 1.8 Hz, IH), 5.22 (s, 2H), 5.20 (m, IH), 4.43 
(d, J = 15.0 Hz, IH), 437 (d, J = 15.0 Hz, IH), 2.96 (t, J = 7.5 Hz, 2H), 2.61 (t, J = 
7.5 Hzi 2H), 1.49 (d, J = 6.9 Hz, 3H)o 



^fflE^J3 (14 9) 

3- (2- (2- (3-i7pp^>vr^;vr^-^) aih=¥5^) -4- (If^ 



15 T L C : R f 0.35 (S^^3^5^;i/) ; 

N M R (300 MHz, DMSO-d«) : 6 11.99 (s, IH), 8.78 (t, J = 5.1 Hz, IH), 7.87-7.78 
(m, 3H), 7.60-7.43 (m, 3HX 7.06 (d, J = 7.5 Hz, IH), 6.88 (s, IH), 6.67 (d, J = 7.5 Hz, 
IH), 6.24 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.07 (t, J = 5.7 Hz, 2H), 3.66-3.61 (m, 2H), 
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2.73 (t, J = 7.5 Hz, 2H), 2.41 (t, J = 7.5 Hz, 2H)o 

mmm3 (iso) 

2- (2- (2- (:^7^l/>-2-'f Jih=^>» -4- (tf^V-;!/ 



T L C : R f 0.25 (B^^3^5^;i/) ; 

NMR (300 MHz, CDCa,) : S 7.83 (m, 3H), 7.68 (s, IH), 7.56-7.23 (m, 6H), 
6.80-6.74 (m, 2H), 6.29-6.27 (m, IH), 5.29 (s, 2H), 4.52 (s, 2H), 4.26 (1, J = 6.9 Hz, 
10 2H), 4.01 (s, 2H), 3.23 (t, J = 6.9 Hz, 2H)o 

(15 1) 

3- (2- (2- (l-:r^V-l, 2, 3, 4 -5^ h ^ t. KD^f V=3py 
>_2 — f;i/) oih^sx) -4- (i^^\/— l--^;i/^5^;i/) 
15 yuj-^>M. 



TLC : Rf 0.47 (^UX2:^)\/A : ^^y—JV= 10:1) ; 

NMR (300 MHz, CDCO :6 8.04 (d, J = 7.2 Hz, IH), 7.54 (s, IH), 7.48-7.04 (m, 

5H), 6.74 (d, J = 7.2 Hz, IH), 6.65 (s, IH), 6.27 (m, IH), 5.25 (s, 2H), 4.20-4.08 (m. 
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2H), 4.05-3.94 (m, 2H), 3.18 (t, J = 6.6 Hz, 2H), 3.00 (t, J = 6.6 Hz, 2H), 2,93-2.80 
(m, 2H), 2.66-2.53 (m, 2H)o 

3 (15 2) 

5 3- (2- (2- (±Z7^U:y-2 — r;V) 3ih:^re/) -4- (2- (If^ 



TLC : Rf 0.45 {i7UUH^)VA : ji^^-')]y= 19:1) ; 
NMR (300 MHz, CDCl,) : 6 7.84-7.76 (m, 3H), 7.73 (s, IH), 7.56-737 (m, 4H), 
10 7.13 (d, J = 1.9 Hz, IH), 7.02 (d, J = 7.5 Hz, IH), 6.59 (dd, J = 7.5, 1.5 Hz, IH), 6.43 
(d, J = 1.5 Hz, IH), 6.15 (t, J = 1.9 Hz, IH), 4.29 (t, J = 7.4 Hz, 2H), 4.16 (t, J = 6.7 
Hz, 2H), 3.23 (t, J = 6.7 Hz, 2H), 3.08 (t, J = 7.4 Hz^ 2H), 2.86 (t, J = 7.8 Hz, 2H), 
2.51(t,J = 7.8Hz,2H)o 

15 ^^J3 (15 3) 

3- (2- (2- (^:^-7a:>-2— f;i/) Jih^^) -4- (tf^V^— ;V 
-1 — f)]/:<^)V) 7 31— ;V) TUJ^^m 





TLC : Rf 0.48 (^DD3^;i/A : ;i/=9 : 1) o 
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^^^J3 (15 4) 

3- (2- (2- (5=-:^-7ai>-3— f ^ih^t^) -4- (tf^y-^V 
- 1-^ )V;A^Jl) yu/'^y^ 



TLC : Rf 0.48 (^DD5}^;i'A : p^^^— ;i'=9 : 1) o 
^^J3 (15 5) 

3- (2- i3-i^^u^^i/)vyuTi^^^) -4- (if^v^— 1-^ 



TLC : Rf 0^0 (^?DD3ix;VA : ^tJ'y— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d^) : 6 12.03 (s, IH), 7.78 (d, J = 2.1 Hz, IH), 7.43 (m, 
IH), 7.06 (d, J = 7.8 Hz, IH), 6.81 (s, IH), 6,64 (d, J = 7,8 Hz, IH), 6.24 (t, J = 2.1 
15 Hz, IH), 5,24 (s, 2H), 3.88 (t, J = 6.3 Hz, 2H), 2,72 (t, J = 7.5 Hz, 2H), 2.42 (t, J = 
7,5 Hz. 2H), 1.70-1.62 (m, 7H), 1.34-1.14 (m, 6H), 0.92-0.84 (m, 2H) o 

^flS^y 3 (15 6) 



5 
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3- (2- (2-y:^^^t^:C'h^-» -4- 1 -^f 



TLC : Rf 0.50 (^;7PD>^;i/A : 9 : 1) ; 

5 N MR (300 MHz, DMSO-dj) : 6 12.01 (s, IH), 7.79 (d, J = 2.1 Hz, IH), 7.44 (s. 
IHX 7.31-7.26 (m, 2H), 7.08 (d, J = 7.5 Hz, IH), 6.98-6.93 (m, 4H), 6.68 (d, J = 7.5 
Hz, IH), 6.25-6.24 (m, IH), 5.26 (s, 2H), 4.32-4.26 (m, 4H), 2.72 (t, J = 7.5 Hz, 2H), 
2.45-2.43 (m, 2H)o 

10 ^^13 (157) 

3- (2- (2- (N-<?<5^;1/-N-7 3i-;v:F^^) -4- (t: 



TLC : Rf 0.30 (^dp-t>-> :S^mJ^5^;i/= 1:1. 0.5%TO) ; 
15 NMR (300MHz,CX)Cl3) : 6 7.53 (d, J = 2.1 Hz, IH), 7.34 (d, J = 2.1 Hz, IH), 
7.27-7.19 (m, 2H), 7.11 (d, J = 7.8 Hz, IHX 6.78-6.63 (m, 5H), 6.26 (t, J = 2.1 Hz, 
IH), 5.23 (s, 2H), 4.09 (t, J = 5.4 Hz, 2H), 3.76 (t, J = 5.4 Hz, 2H), 3.03 (s, 3H), 2.88 
(t, J = 7.5 Hz, 2H), 2.58 (t, J = 7.5 Hz, 2H)o 
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mmms (is 8) 

3- (2- (2-y3L=.)Vx.h^iy) -4- 
:7 3in;v) yoj-^yB. 



T L C : R f 0.40 (^^-y-^ : mM=^^)^= 1:1); 

NMR (300 MHz, CDCQ : 6 7.39-7.15 (m, lOH), 6.90-6.87 (m, 2H), 5.00 (s, 2H), 

4.20 (t, J = 6.6 Hz. 2H), 3.12 (t, J = 6.6 Hz, 2H), 2.93-2.88 (m, 2H), 2.58-2.53 (m, 

2H)o 

10 

(15 9) 

3- (2- (2-7 31— ;i/3ih:^$/) -4- (2-^DP-4-;>«^;i/73i 



15 TLC : Rf 0.54 i^^V-> : S^^3^^;i/= 1:1); 

NMR (300 MHz, CDCO : 6 7.34-7.19 (m, 6H), 7.13 (d, J = 7.8 Hz, IH), 7.00 (brs, 
IH), 6.92 (brd, J = 7.8 Hz, IH), 6.78 (brs, IH), 6.71 (brd, J = 7.8 Hz, IH), 5.06 (s. 
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2H), 4.22 (t, J = 6.6 Hz, 2H), 3.11 (t, J = 6.6 Hz, 2H), 2.92-2.87 (m, 2H), 2.57-2.52 
(m, 2H), 2.29 (s, 3H)o 

^jfe#J3 (16 0) 

5 3- (2- {3-y -4- (t!^ V^— 1 — f ;M 5=- 



TLC : Rf 0.52 {^VU7t^)]/A : pi^^— ;V= 1 0 : 1) o 
10 (161) 

3- (2- (4-7 3in;i/:rh^5^) -4- 1— r;v;^^;W 

:7 3i— T'D^'^v^ 



TLC : Rf 0.52 (^DD*;i/A : ;i/= 1 0 : 1) o 

15 

mmm3 (i e 2) 

(2E) -3- (2- (2- (2, 5, 7, 8 -5" h^^5^;i/- 6 - 1 h'P 
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XOOH 



TLC : Rf 0.46 (tJ^DDJjx^bA : p?i5^y— ;U=8 : 1) ; 
5 N MR (300 MHz, CD3OD) : 6 9.01 (s, IH), 7 .94 (d, J = 16.2 Hz, IH), 7.63 (d, J 
= 8.1 Hz, IH), 7.60-7.55 (m, 2H), 7.03 (s, IH), 6.94 (d, J = 8.1 Hz, IH), 6.51 (d, J = 
16.2 Hz, IH), 5.45-5.30 (m, 2H), 4.42-4.20 (m, 2H), 2.70 -2.60 (m, 2H), 2.26-1.80 
(m, 4H), 2.11 (s, 3H), 2.08 (s, 3H), 2.04 (s, 3H), 1.35 (s, 3H^o 

10 mmms (i6 3) 

3- (2- (3, 3-S^7ai-;i/:7-D7}fdp$/) - 4- 1-^ 

73;— A) yu/-^>i^ 

^COOH 



TLC : Rf 0.42 (^j7Dn7}%;b A 9 : 1) ; 

15 N M R (300 MHz, CDa,) : 6 7.51 (d, J = 2.1 Hz, IH), 7.32 (d, J = 2.1 Hz, IH), 
730-7.15 (m, lOH), 7.11 (d, J = 7.8 Hz, IH), 6.68 (d, J = 7.8 Hz, IH), 6.54 (s, IH), 
6.24 (t, J = 2.1 Hz, IH), 5.20 (s, 2H), 4.24 (t, J = 7.8 Hz, IH), 3.87 (t, J = 6.3 Hz, 2H), 
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2.94 (t, J = 7.8 Hz, 2H), 2.67 (t, J = 7.8 Hz, 2H), 2.52 (dt, J = 7.8, 6.3 Hz, 2H)o 

mmi3 (16 4) 

3- (2- (2- (N, N-S^7 3in;V7'$^) J^h^r^^) -4- (tr7\/ 
5 — ;b- 1 —f ;M5=-;i/) 7°p/i>^ 

^COOH 



TLC : Rf 0.44 (^DD3lx;i/A : pi^J'y— ;i/=9 : 1) ; 
N MR (300 MHz, CDCQ : 6 7.52 (d, J = 2.1 Hz, IH), 7.33 (d, J = Zl Hz, IH), 
10 730-7.20 (m, 4H), 7.12-7.02 (m, 5H), 6.98-6.92 (m, 2H), 6.71 (d, J = 7.8 Hz, IH), 
6.63 (s, IH), 6.25 (t, J = 2.1 Hz, IH^ 5.21 (s, 2H), 4.20-4.10 (m, 4H), 2.85 (t, J = 7.8 
Hz, 2H), 2.54 (t, J = 7.8 Hz, 2H)o 

TLC : Rf 0.50 (^uun^?VA : ^^y'— ;i/= 1 0 : 1) o 

15 

^#113 (16 5) 

3- (2- (2- i4-y:^^)V\f^'^>y>-l — iJ]/) -4- 

(if^\/— ;i/-l — r;i/;^5=-;v) 7ain;i/) 7'd/'^>® 
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TLC : Rf 0.50 ii7UUJis)]/A : :A^y—)V=5 : 1) o 
5 3- (2- (2- (4-7ai^;i/- 1, 2, 3, 6 -5^ h ^ t h*n 1^ U 

-i--f;i/) aibdji^) -4- (t^y— 1 — r;M^;i/) 7;^— 




mmms (is 7) 

3- (2- (2- (4-73i:=:;bb!^U2^>- 1 — T;!^) -4- 




15 TLC : Rf 0.47 (.^UU-^)VA : ^5^ ;i/= 5 : 1) o 
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mmms (i 6 8) 

3- (2- (2- 1 O-^r;!/) J:h=^$^) -4- (tT^ 

^COOH 



T L C : R f 0.23 i^UW^AJi, : /-if J — ;i/= 9:1) ; 
N MR (300 MHz, CDCI3) : d 7.53 (d, J = 2.1 Hz, IH), 7.35 (d, J = 2.1 Hz, IH), 
7.12 (d, J = 75 Hz, IH), 6.83-6.60 (m, lOH), 6.26 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 
10 4.17 (t, J = 5.7 Hz, 2H), 3.98 (t, J = 5.7 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 
7.8 Hz, 2H)o 

TLC : Rf 0.47 (i^DD:«l^;UA : ^^5?^— ;V= 1 0 : 1) o 

15 mmm^ (i 6 9) 

4- (2- (2-:7ji-;i/j^hde^) -4- (3-5/':?'y :7 3i^:3es>'p<5=-;i/) 
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IX) 



COOH 



TLC : Rf 0.56 (^au:^)VA : ^—)\/- 10:1) ; 
NMR (300 MHz, CDQa) : 6 1A^-1XS& (m, lOH), 6.94-6.84 (m, 2H), 5.00 (s, 2H), 
4.18 (t, J = 6.8 Hz, 2H), 3.11 (t, J = 6.8 Hz, 2H), 2.63 (t, J = 7.4 Hz, 2H), 2.31 (t, J = 
5 7.4 Hz, 2H), 1.94-1.77 (m, 2H) o 

mmmz (i7 0) 

4- (2- (2- (:?-7^1/>-2— -4- (3-$/7y 



TLC : Rf 0.63 (^Dn3jx;i/A : pi^^'— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.84-7.75 (m, 3H), 7.73 (s, IH), 7A9-731 (m, 4H), 
7.28-7.14 (m, 3H), 7.09 (d, J = 8.1 Hz, IH), 6.92-6.84 (m, 2H), 4.99 (s, 2H), 4.27 (t, 
J = 6.6 Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H), 2.62 (t. J = 7.7 Hz^ 2H), 2.25 (t, J = 7.7 Hz, 
15 2H), 1.90-1.76 (m, 2H)o 



10 




^^13 (17 1) 
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2- (2- (2- ii-y^Uy-2--())y) 3ih^>» -4- {\f^^J—)\y 

o 



T L C : R f 0.45 iWM^'^Jl^ : ^ ^ — ;i/= 3:1) ; 
5 NMR (300 MHz, DMSO-dj) : 6 8.25 (t, J = 5.4 Hz, IH), 7.88-7.76 (m, 6H), 
7.53-7 AS (m, 4H), 7.10 (s, IH). 6.79(dd, J = 8.1, 1.5 Hz, IH), 6.27 (t, J = 2.1 Hz, 
IH), 5.35 (s, 2H), 4.42 (t, J = 6.6 Hz, 2H), 3.84 (d, J = 5.4 Hz, 2H), 3.33-3.29 (m, 
2H)o 

10 mmm3 (172) 

3- (2- (2- (2-^^;w ^^y— i--f;v) :i^h=^s^) -4- 



TLC : Rf 0.50 (^^$^ >'—;!/) ; 
15 NMR (300 MHz, DMSO-d«) : 6 7.77 (d, J = 2.1 Hz, IH), 7.42 (d, J = 2.1 Hz, IH), 
7.09-7.05 (m, 2H), 6.83 (s, IH), 6.71-6.65 (m, 2H), 6.24 (t, J = 2.1 Hz, IH), 5.23 (s, 
2H), 4.28 (t, J = 4.8 Hz, 2H), 4.14 (t, J = 4.8 Hz, 2H), 2.66 (t, J = 7.5 Hz, 2H), 2.30- 
2.26 (m, 5H)o 
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mmm3 (173) 

3- (2- (5-7 31— ;i/^>^;i/:;^-dp>» -4- (1^^^— 1 — r;v 




5 TLC : Rf 0.63 (^pp^;VA : ;»?^>'— ;V= 1 0 : 1) o 
^5fii^J 3 (17 4) 

3- (2- (6-7 31— -4- (lf^\/— — f;V 



10 




TLC : Rf 0.61 (t5'DDs^;VA : j>«^>'~;i/= 1 0 : 1) o 

mmms (175) 

3- (2- (2- (:h7^57V>-2— 1";^) aih^S^) - 4 -fc KD^^pj/p? 

15 ^;v7 3i^;i/) yu/^>m 
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TLC : Rf 0.51 (^tto:^jyA : pt^y— ;V= 1 0 : 1) o 

mmma (its) 

5 3- (2- (3- ili->^^;V~'ii-y:^—J]yT^^) ya^^i/) -4- 




TLC : Rf 0.36 (^utJ^)VJx : ;>?^>'~;i/= 19:1) ; 
NMR (300 MHz, CDCI3) : 6 7.54 (d, J = 18 Hz, IH), 7.36 (d, J = 2.4 Hz, IH), 
10 7.28-7.18 (m, 2H), 7.14 (d, J = 7.5 Hz, IH), 6.77-6.62 (m, 5H), 6.27 (dd, J = 2.4, 1.8 
Hz, IH), 5.26 (s, 2H), 3.96 (t, J = 5.4 Hz, 2H), 3.53 (t, J = 7.2 Hz, 2H), 2.98 (t, J = 
7.8 Hz, 2H), 2.93 (s, 3H), 2.67 (t, J = 7.2 Hz, 2H), 2.05 (m, 2H)o 



3 (17 7) 



15 3- (2- (2- (N-3i5^;i/-N-7 3i^;i/:r^y) J^h=¥S^) -4- (tf 

XOOH 
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TLC : Rf 0.38 (^^7 uv^JVA : 19:1) ; 

NMR (300MHz,CDCU :S 7.53 (d, J = 2.1 Hz, IH), 735 (d, J = 2.4 Hz, IH), 
7.25-7.18 (m, 2H), 7,12 (d, J = 7.5 Hz, IH), 6.77-6.64 (m, 5H), 6.26 (dd, J = 2.4, 2.1 
5 Hz, IH), 5.23 (s, 2H), 4.07 (t, J = 6.0 Hz, 2H), 3.71 (t, J = 6.0 Hz, 2H), 3.46 (q, J = 
6.9 Hz, 2H), 2.91 (t, J = 7.2 Hz, 2H), 2.59 (t, J = 7.2 Hz, 2H). 1.17 (t, J = 6.9 Hz, 2H)o 

C.:^^ue7Am] 

TLC : Rf 0.64 (<57 p D/Jx;1/A : ^^y— ;i/= 10: 1) o 

10 ^^13 (17 8) 

3- (2- (2- (N- (2-t. Kn^i^Ji^^^l/) ) 
31 h ^5/') -4- (if^y— l--f 5^; W :7 3ir:;i/) T'nyiy^ 



T L C : R f 0.41 D D*:;VA : — ;i'= 9:1); 
15 NMR (300 MHz, CDCI3) : 6 7.53 (d, J = 1.8 Hz, IH), 7.35 (d, J = 2.4 Hz, IH), 
7.27-7.21 (m, 2H), 7.11 (t, J = 7.8 Hz, IH), 6.82-6.69 (m, 5H), 6.26 (dd, J = 2.4, 1.8 
Hz, IH), 5.22 (s, 2H), 4.13 (t, J = 4.8 Hz, 2H), 3.86-3.78 (m, 4H), 3.61 (t, J = 6.0 Hz, 
2H), 2.92 (t, J = 7.5 Hz, 2H), 2.57 (t, J = 7.5 Hz, 2H)o 

20 ^^J3 (17 9) 

3_ (2- (2- (3 - (If'^US?^- 1— f ;W 7 3^-;i/) - 

4- (if^\/-;i^-i — f;w^5^;v) 73c-;i/) rn/^vm 
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COOH 



o 



TLC : Rf 0.40 : i^^:n^;i/= 1:2); 

N M R (300 MHz, CDCI3) : <5 7.53 (d, J = 2.1 Hz, IH), 7.36 (d, J = 2.1 Hz, IH), 
7.20 (t, J = 7.8 Hz, IH), 7.11 (d, J = 7.8 Hz, IH), 6.92 (s, IH), 6.85-6.70 (m, 3H), 
5 6.66 (s, IH), 6.26 (t, J = 2.1 Hz, IH), 5.25 (s, 2H), 4.13 (t, J = 6.6 Hz, 2H), 3.15-3.11 
(m, 4H), 3.02 (t, J = 6.6 Hz, 2H), 2.89 (t, J = 7.5 Hz* 2H), 2.52 (t, J = 7.5 Hz, 2H), 
1.76-1.69 (m, 4H), 1.60-1.54 (m, 2H)o 

^^J3 (18 0) 

10 3- (2- (2- (3- (^;i/>hU>-4-'r;v) 7^1— ;v) a^h^S^) - 
4- (i^^^/-;v- 1— <;vp«5=-;i/) 7:n-;i/) t'Dv'i^® 



T L C : R f 0.25 ('s^JptJ-V : mm=^^)l^= 1:2); 
N MR (300 MHz, CDQ,) : d 7.53 (d, J = 1.8 Hz, IH), 7.36 (d, J = 1.8 Hz, IH), 
15 7.22 (t, J = 7.8 Hz, IH), 7.10 (d, J = 7.8 Hz, IH), 6.84-6.66 (m, 5H), 6.27 (t, J = 1.8 
Hz, IH), 5.25 (s, 2H), 4.12 (t, J = 6.6 Hz, 2H), 3.88-3.85 (m, 4H), 3.17-3.14 (m, 4H), 
3.03 (t, J = 6.6 Hz, 2H), 2.88 (t, J = 7.8 Hz, 2H), 2.53 (t, J = 7.8 Hz, 2H)o 
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mmms a 8 i) 

3- (2- (2- (:J-7^V>-2-'r;i/) -4- (1-tKn 



TLC : Rf 0.56 (^UU7t^;\/A : ^^y— ;i/= 1 0 : 1) o 

mmm3 (18 2) 

3- (2- (2- (:h7^V>-2— f;i/) Jih=3j=-S^) -4- (If^V^— ;i/ 

^COOH 



TLC : Rf 0.53 i^uU7t^}VA : pi^/— ;i' : B^^= 1 8 : 1 : 1) o 
^^13 (18 3) 

3- (2- (2-fc )*n:5i=-$/-2- (:^7t5'V>-2-'f;V) 3^h=¥$^) - 




COOH 





COOH 



NC 



OH 
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TLC : Rf 0.39 (^=¥-9-> : S^^3^5^;i/= 1 : 1^ 0.5%mm) ; 
NMR (300MHz, CDQa) : 6 7.92 (s, IH), 7.88-7.80 (m, 3H), 7.57-7.44 (m, 3H), 
734 (m, IH), 7.25-7.12 (m, 4HX 6.93 (d, J = 7.8 Hz, IH), 6.86 (s, IH), 5.32 (dd, J = 
7.8, 3.6 Hz, IH), 4.97 (s, 2H), 4.23 (dd, J = 93, 3.6 Hz, IH), 4.14 (dd, J = 93, 7.8 Hz, 
5 IH), 3.10-2.90 (m, 2H), 2.63 (m, 2H)o 

^^J3 (18 4) 

3_ (2 - (2 - (1, 2, 3, 4-7^h^t.KD'f V^y' y>-2— 
_4_ (vf^>/— ;i/-i->r;v^5^;i/) 7 3^r:;i/) :7-D>'i>^ 



10 




TLC : Rf 0.30 (^^DP7j%;i/A : ^^y— ;i/= 10:1) ; 
NMR (300MHz,CDC]3) : 6 7.55 (d, J = 1.8 Hz, IH), 7.38 (d, J = ^4 Hz, IH), 
7.18-7.03 (m, 5H), 6.75 (d, J = 7.5 Hz, IH), 6.66 (s, IH), 6.28 (m, IH), 5.27 (s, 2H), 
4.09 (t, J = 4.5 Hz, 2H), 3.88 (s, 2H), 3.11-2.94 (m, 8H), 2.32 (t, J = 8.4 Hz, 2H)o 

^ias<^i3 (18 5) 

3- (2- (2- (9-pi^;i/5b;w^\/— ;i/-2-^;v) jih^^f-^/) -4- 
(br^\/— f;bp«5^;v) 7 3in;v) rrn^iv^ 
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TLC : Rf 0.36 (^7pp4^;i/A : pi^^'— ;i'=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 8.09-7.99 (m, 3H), 7.53 (d, J = 1.8 Hz, IH), 
7.49-7.05 (m, 6H), 6.74-6.67 (m, 2H), 6.25 (dd, J = 2.1, 1.8 Hz, IH), 5.24 (s, 2H), 
4.23 (t, J = 6.6 Hz, 2H), 3.83 (s, 3H), 3.28 (t, J = 6.6 Hz, 2H), 2.89 (t, J = 7.8 Hz, 2H), 
5 2.52 (t, J = 7.8 Hz, 2H)o 

m^ms (18 6) 

3- (2- (2- (3- (4-^5^;i'tf^^s^>- 1 — r;i/) 



TLC : Rf 0.20 (^PP5}^;VA : ^jt^y'— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d«) :d 7.77 (d, J = 2.1 Hz, IH), 7.42 (s, IH), 7.14-7.04 
(in, 2H), 6.87-6.63 (m, 5H), 6.23 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.08 (t, J = 6.6 Hz, 
2H), 3.12-3.08 (m, 4H), 2.94 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.44-2.41 
15 (in,4H),235(t,J = 7.5Hz,2H),2.20(s,3H)o 

mmms (187) 

3- (2- (2- (3- (4-T-fe5^;Hf^^i^>- l—f^V) 7ai^;V) 

3^h=^$^) -4- (t;^^/— ;v- i-'T;!/^^;!/) ;i/) rp>^^>^ 



10 
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TLC : Rf 0.40 (^DP3f;;i/A : ^{f^—)]y=9 : D ; 
N M R (300 MHz, CDCQ : 6 7.53 (d, J = 2.1 Hz, IH), 7.35 (d, J = 2.1 Hz, IH), 
7.21 (t, J = 7.8 Hz, IH), 7.08 (d, J = 7.8 Hz, IH), 6.87-6.65 (m, 5H), 6.26 (t, J = 2.1 
5 Hz, IH), 5.24 (s, 2H), 4.11 (t, J = 6.0 Hz, 2H), 3.79-3.75 (m, 2H), 3.64-3.61 (m, 2H), 
3.19-3.11 (m, 4H), 3.03 (1, J = 6.0 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 2.51 (t, J = 7.8 
Hz, 2H), 2.15 (s, 3H)o 



mmms ( 1 8 8) 

10 3- (2- (2-:7 3i-;i/T^yjchdpi/) -4- (tr^v^— i—r;!/ 




TLC : Rf 0.56 (^DD7l^;VA : ^^5^^— ;i/= 10:1) ; 
NMR (300MHz,CT)Ca3) : 6 7.54 (d, J = 1.5 Hz, IH), 736 (d, J = 2.1 Hz, IH), 
15 7.22-7.09 (m, 3H), 6.77-6.64 (m, 6H), 6.27 (t, J = 2.1 Hz, IH), 5.25 (s, 2H), 4.10 (t, J 
= 8.1 Hz, 2HX 3.53 (t, J = 8.1 Hz, 2H), 2.94 (t, J = 7.5 Hz, 2H), 2.61 (t, J = 7.5 Hz, 
2H)o 
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mmm3 (iss) 

3- (2- (2- (:h7^V>-2->f;V) J^h=3p2^) -4- (N-T-fe^^ 



5 TLC : Rf 0.45 (^nD7}^;VA : ^iS'y— ;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.82-7.78 (m, 3H), 7.75 (s, IH), 7.45-7.41 (m, 3H), 
7.11 (d, J = 7.5 Hz, 0.4H), 7.06 (d, J = 7.5 Hz, 0.6H), 6.75 (brs, 0.6H), 6.71 (brd, J = 
7.5 Hz, 0.6H), 6.64 (brd, J = 7.5 Hz, 0.4H), 6.59 (brs, 0.4H), 4.50 (s, 1.2H), 4.44 (s, 
0.8H), 4.27-4.23 (m, 2H), 3.29-3.23 (m, 2H), 2.91 (s, 1.2H), 2.90-2.85 (m, 2H), 2.88 

10 (s, 1.8H), 2.55-2.49 (m, 2H), 2.13 (s, 3H)o 

^^13 (19 0) 

3- (2- (2- (:^7t$^V>-2->r;i') J^b=^i^) -4- (N-3^h=¥ 



TLC : Rf 0.14 (^:^-y-> : f^^3i^;V= 2 : 1) ; 

NMR (300 MHz, CDCI3) : ^ 7.81-7.78 (m, 3H), 7.74 (brs, IH), 7.45-7.41 (m, 3H), 





200 



wo 03/016254 



PCT/JP02/08120 



7.07 (d, J = 7.5 Hz, IH), 6.78-6.66 (m, 2H), 4.39 (brs, 2H), 4.25 (t, J = 6.6 Hz, 2H), 
4.17 (q, J = 6.9 Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H), 2.91-2.70 (m, 5H), 2.55-2.50 (m, 
2H), 1.28-1.23 (m, 3H)o 

TLC : Rf 0.50 (n-^^^^^ : Bf^ai5=-;i/= 1 : 2) o 
^^J3 (19 n 

3- (2- (2- iN-^>^JV-N-:A^)\,T^J) a:^h^iy) -4- (If 
^y— 1— r;M5=-;i/) ra^i^^ 



TLC : Rf 0.40 (^DD7}^;i/A : p^^J^y^— ;u= 1 0 : 1) » 
Hai^JS (19 2) 

3- (2- (2- (N-^>$^;i/-N-a^^;i/T^y) a^h:^^) -4- (If 
^vi^— 1— f;i/;»<5^;i/) iToyii/^ 

XOOH 




COOH 
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TLC : Rf 0.40 (^Dn7^;i/A : ^^^—)\/= 10: 1) o 
3 (19 3) 

3- (2- (2- (N-7 3ir:;i/-N-7*Dtr;VT^y) 3ih=^^') -4- 

5 1 yuj^i^m 

JCOOH 



TLC : Rf 0.48 (iJ7Dn/}^;i/A : ;^:$^y—;i/= 1 0 : 1) ; 

NM R (300 MHz, CDCI3) : 6 7.53 (d, J = 2.1 Hz, IH), 7.35 (d, J = 2.1 Hz, IH), 

7.26-7.16 (m, 2H), 7.11 (d, J = 7.8 Hz, IH), 6.76-6.61 (m, 5H), 6.26 (t, J = 2.1 Hz, 



5.23 (s, 2H), 4.07 (t, J = 6.0 Hz, 2H), 3.74 (t, J = 6.0 Hz, 2H), 333 (t, J = 7.8 Hz, 2H), 
2.90 (t, J = 7.8 Hz, 2H), 2.59 (t, J = 7.5 Hz, 2H), 1.72-1.56 (m, 2H), 0.93 (t, J = 7.2 
Hz,2H)o 

15 ^^J3 (19 4) 

3- (2- (2- (6-^ ^:^S/-:^71$'^>-2— f;i/) J^h^^S^) -4 

- (tr^v^— 1— f;i/p<5=-;i') rn^^^^ 
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COOH 



TLC : Rf 0.67 (n-^=^1?-> : i^^3i5=-;i/= 1:2); 
NMR (300 MHz, CDQa) : 6 7.72-7.62 (m, 3H), 7.53 (d, J = 0.9 Hz, IH), 
5 7.40-732 (m, 2H), 7.16-7.05 (m, 3H), 6.74-6.65 (m, 2H), 6.25 (t, J = 2.1 Hz, IH), 
5.24 (s, 2H), 4.18 (t, J = 6.6 Hz, 2H), 3.89 (s, 3H). 3.19 (t, J = 6 .6 Hz, 2H), 2.87 (t, J 
= 7.5 Hz, 2H), 2.50 (t, J = 7.5 Hz, 2H)o 

TLC : Rf 031 (^?np;i^;i/A : ^iJ'y— ;i/= 1 0 : 1) o 

10 

^^J3 (19 5) 

3- (2- (2- (*;wW~;v-9— f;i/) oih^ps^) -4- (Vf^\/- 
i->r;vp<5=-;i/) 7^— ;v) trn/^^y^ 

XOOH 



15 

TLC : Rf 0.51 (^au^JVA : ;V= 10:1) ; 
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NMR (300MHz,DMSO-dj) : 6 8.15 (d, J = 8.1 Hz, 2HX 7.77-7.65 (m, 3H), 
7.51-7.38 (m, 3H), 7.21 (t, J = 7.5 Hz, 2H), 6.96 (d, J = 7.8 Hz, IH), 6.82 (s, IH), 
6.61 (d, J = 7.8 Hz, IH), 6.23 (brs, IH), 5.19 (s, 2H), 4.92-4.80 (m, 2H), 4.35-4.25 
(m, 2H), 2.45 (t, J = 7.5 Hz, 2H), 2.12 (t, J = 7.5 Hz, 2H)o 

5 Li-hVO^mi 

TLC : Rf 0.51 (^DP31n;1/A : ^^y— ;i/= 1 0 : 1) ; 
NMR (300 MHz, DMSO-d^) : 6 8.13 (d, J = 7.8 Hz, 2H), 7.76-7.68 (m, 3H), 
7.45-7.40 (m, 2H), 7.38 (s, IH), 7.19-7.16 (m, 2H), 7.00 (d, J = 7.8 Hz, IH), 6.74 (s, 
IH), 6.58 (d, J = 8.4 Hz, IH), 6.20 (t, J = 2.1 Hz, IH), 5.16 (s, 2H), 4.82-4.76 (m, 
10 2H), 4.26-4.16 (m, 2H), 2.45-2.40 (m, 2H), 2.00-1.92 (m, 2H) o 

Hgfe^JS (19 6) 

3- (2- (2- (9, 1 0-$^t h'P:r5'US^>'-9-;r>- 1 0-^;i/) 
j^h^i') -4- (b!^v— 1— f ;v;><^;i/) :7 3i-;i/) yv/^^^m 

^COOH 



TLC : Rf 0.45 (^Dn^;i/A : ^3^^— ;v= 10:1) ; 
NMR (300 MHz, DMSO-dg) : 6 8.37 (dd, J = 8.1 Hz, 2H), 8.05 (d, J = 8.7 Hz, 
2H), 7.90-7.80 (m, 2H), 7.74 (d, J = 1.8 Hz, IH), 7.41 (d, J = 1.8 Hz, IH), 7.36 (t, J = 
7.2 Hz, 2H), 6.99 (d, J = 7.5 Hz, IH), 6.88 (d, J = 1.2 Hz, IH), 6.63 (dd, J = 7.5, 
20 1.2 Hz, IH), 6.23 (t, J = 1.8 Hz, IH), 5.20 (s, 2H), 5.08 (t, J = 5.1 Hz, 2H), 4.43 (t, J 
= 5.1 Hz, 2H), 2.47 (t, J = 7.8 Hz, 2H), 2.12 (t, J = 7.8 Hz, 2H)o 



15 
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^^J3 (19 7) 

3- (2- (2- (N-7i-;i/-N-^5=-;u:^;v3iNr:;i/T^y') sih^^) 

^COOH 



TLC : Rf 0.49 (^DD4^;i/A : ^^y— 1 0 : 1) o 
^^J3 (19 8) 

3- (2- (2- (N-T-fe^;V-N-7ai-;i/T^y) J^h^S^) -4- 

10 l-'f;!/^^;!/) :7a:ri;v) rPv'sv^ 

^COOH 



TLC : Rf 0.50 (iJ?DD4^;VA : p<4^y— ;i/= 1 0 : 1) o 
^^J3 (19 9) 

15 3- (2- (2- (N-^>S^;i/-N-7 3i^;i/7'^y) ^h^$^) -4- 



5 
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(tr^vT— 1 — r;M5=-;i/) yuM>m 




COOH 




TLC : Rf 0.23 (n-^^1)-> :mMk3i^?]y= 1 : 1) o 

mmm3 (200) 

3- (2- (2- (N- (2-^Ty3i5=-;W -N-^^;-;!^:^^^) h 

^COOH 



T L C : R f 0.50 D D7^;i/A : ^ — ;i/= 1 0 : 1) „ 
^^J3 (2 0 1) 

3- (2- (3- (:7acy:3p"9-e?>-i 0— f;i/) rn;j>'dps^) -4- (li 
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TLC : Rf 0.50 i^uu:^}VJ^ : ^^y— ;i/= 19:1) ; 
N M R (300 MHz, CDCI3) : 6 7.55 (dd, J = 2.1, 0.6 Hz, IH), 7.36 (dd. J = 2.1, 0.6 
Hz, IH), 7.15 (d, J = 7.5 Hz, IH), 6.80-6.71 (m, 3H), 6.68-6.59 (m, 5H), 6.56-6.50 
5 (m,2H),6.27(t,J = 2.1Hz,lH),5.26(s,2H),4.04(t,J = 5.6 Hz, 2H), 3.78-3.68 
(m, 2H), 3.01 (t, J = 7.8 Hz, 2H), 2.68 (t, J = 7.8 Hz, 2H), 2.20-2.08 (m, 2H) o 

mmms (202) 

3- (2- (2- i±:7i^U>-2-^J]/) -4- (N-73i^ 

10 ;i/*;w^^-r;i/) 7 7*D71>^ 




TLC : Rf 0.46 in-^^V-> : i^^ji5=-;i'= 1:2); 
N M R (300 MHz, DMSO-da) : 6 10.11 (s, IH), 7.91-7.82 (m, 4H), 7.76-7.69 (m, 
2H), 7.57-7.41 (m, 5H), 7.38-7.29 (m, 2H), 7.26 (d, J = 7.8 Hz, IH), 7.08 (m, IH), 
15 4.38 (t, J = 6.3 Hz, 2H), 3.26 (t, J = 6.3 Hz, 2H), 2.80 (t, J = 7.6 Hz, 2H), 2.42 (t, J = 
7.6 Hz, 2H)o 
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mm'fbmm (moml) ^t:. 5 0»Ct?N->^D^:^^W ^ (6 4 5m 
g) . mm'it-O'J-f )V (7 6mg) ^in;i. rS^i^^l 6^P^iPl^3l»itb 

10 lifeo 

f^^tt;fe:^DA'f2^cDN, N-s^^5^;v>l^;i/Ar^ 1« (3.0ml) ^Ci^m 
U A (3 0 0 mg) ^^AOx.. rg-^tJ^ 5 O'Cl! 1 ^P^m#bfeo SjiSm 

15 ^^^ij^A^^n-^h^^^^f — (n-^^i^> :@^^3i5^;i/=8 : 1) -eM 
^UTs J^T^Wffi^^-r^^^mfb'^ (2 8 5mg) ^ntco 
TLC : Rf 0.23 (ii-^=^P1^> : if^Ji5^;i/= 1 0 : 1) o 

20 3- [4-:F-fe h=^->^^;v-2- (t -rh^e/'>?3;i/7tfri;i/) 
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o 




^6{c:7jcm{b*t'>^:^h U-i^A (2.0g) ^ii>b-rojo^}feo ^g^^O'C"^ 
TLC : Rf 0,19 (n-^^-!?-> : g^^J^^;i/= 5 : 1) o 

o 




6 bfc>fb-^ (3.8 g ) oma/^ 5^ V > (4.0m 1 ) 
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M-CT-v— ;i/ (2.0ml) :feJ;t>*hy7;i/;rnS^^ (5.0ml) muX^ U-^ 

;^= 1 0 : 1) x-mmi^x. iiiTom^m^m-r^mmih-^^mzo 

5 TLC : Rf 0.63 i^xnu^^JUA : ^^y'— ;i'=9 : 1) o 

3- [2- ( 1-^ itjJW^^-fJV) -A-T-kh 



##^J 7 T-Mjt b rz<\j^ (3.2 g ) h > ( 2 0 m 1 ) 

^aT-;r^1f U^i/^J'n^-i' 1< (i.oml) iiJ^y^N, N-$^p«5^;i/3^;i/AT^ 

lz:h;V3i>rt^Ufeo a^S©m^^V> (1 0ml) mm^. 
15 ;i/;'<^;V7^ > (2.1ml) ©J^fb^5=-l/> (3 0ml) -l^Ui^> (1.8ml) 

^^c:o'c-e^^^^ m^^i^^m#bfco 2 NJ^m (7.0m 

^jfc^^^x ji«gb-c. iiXT<ommm^mr^umt'^ (4.5 g) 5&f#:fe„ 

TLC : Rf 0.25 (n-^dp-9-> : ^315^;!/= 2 : 1) o 
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3- [2- ( (i-y^u>- *;w^^'1';i/) -4-th*D 

o 



^MS-^^l^tz^t^ (I0.9inmo 1) (D^^i^^^—JV (4 0ml) mWL 
5 iZ. 0'C'7^i-hV'>A3Lh:3riy\f (7 4 0ing) *in^^ m^^2 0^m 

m^mr^mMt^ (3.2g) ^ntzo 

10 TLC : Rf 0^ (n-^=^r1?-> : @f^x^;V= 1:1); 

NMR (300MHz, CDQa) : 6 8.14 (d, J = 8.7 Hz, IH), 7.92-7.79 (m, 2H), 7.62- 
7.40 (m. 3H), 736-7.10 (m, 4H), 6.61 (t, J = 5.4 Hz, IH), 5.08 (d, J = 5.4 Hz, 2H), 
4.59 (s. 2HX 4.03 (q, J = 7.2 Hz, 2H), 3.06 (t, J = 7.4 Hz, 2H), 2.67 (t, J = 7.4 Hz, 
2H), 1.19 (t, J = 7.2 Hz, 3H)o 



3- [2- ( i±y^u>-i—fj]/j^^ji) >b;WN'^-r;0 -4- (2- 




15 
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o 




mmm4X'Wk\^rcit-^{3 0 Oing):feJ;t>*2-p«5^;^7:i:y-;i/(0.l2 
ml) 07^h^tI«D7^> (4ml) ^ti, ^UV h V 7 
-f X3 0 Omg)*5.t"Uf:^x^;i/T^/^*;i'3}?^i/^— h (0.5ml, 4 0% 

1) x-mm^x. i>xT(Dm^m^mT^mmt^ oaomg) ^n^^ 

TLC : Rf 0.25 in-^^D-> : ^3:5^;!/= 3 : 1) ; 
N M R (300MHz, CDQa) : 6 8.15 (d, J = 8. 1 Hz, IH), 7.93-7.80 (m, 2H), 7.62- 
10 736 (m, 7H), 7.16-7.06 (m, 2H), 6.89-6.76 (m, 2H), 6. 52 (t, J = 5.4 Hz, IH), 5. 10 (d, 
J = 5.4 Hz, 2H), 4.99 (s, 2H), 4.05 (q, J = 7.2 Hz, 2H), 3.09 (t, J = 7.4 Hz, 2H), 2.69 
(t, J = 7.4 Hz, 2H), 2.17 (s, 3H), 1.19 (t, J = 7.2 Hz; 3H)o 

^^J5 (1) ^mm.m5 (ss) 
15 ^a^■rs'^b-a^*ffiv^T^ mMms }imm<Dmi'^^ntji-DXi>xr<D^b-^ 

3- (2- ( (3-^^;V-l- (:^7^$'^>- 1 — r;ix) T'^;!/) ;b;wt 

20 -4:-y 3Lj^i//.=^}\/y3L=:.)\/) 7'n>'^>iKai5=-;v«7=^;i/ 
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o 




T L C : R f 0.66 in-^^1)-> : B^®3i5^;i/= 1 : 1 ) o 

mmms (2) 

5 3- (2- ( i±y^]y>-l-^Jl^) 3^^JV) -^fW^ 

o 



TLC : Rf 0.14 (n — : @¥jK3:5^;V= 1 : 1) o 

10 ms,m5 (3) 

3- (2- ( ( (IR) -1- (-^y^iyy-i—ijv) *;wt^ 

o 
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T L C : R f 0.58 (n-^dp-y-> : i^^3i5=-;i/= 1 : 1 ) o 

3- (2- ( (1- v>- rnif;!/) 5!3;wN*^-r;i/) - 

o 



TLC : Rf 0.56 (n— ^:ap'y-> : B^m3i^;i/= 1 : 1) o 

^^■JS (5) 

10 3-(2-(((ls)-l - i^y-s^uy-l-^jv) :;b;w^^ 

o 



TLC : Rf 0.58 (n-^=¥-y-> : WK3i5^;i/= 1 : 1) o 
15 ^^J5 (6) 

3- (2- ( (3-pt5^;v-l- (±:7^$' v>- 1 — *;w^ 
^>r;i') -4- (i^ys^>-3-'f ;i/:^:^>>p?5^;v) 7 yun>m. 
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o 




T L C : R f 031 (n-^^t?-> : i^^:n5=-;i/= 1 : 1 ) o 

mmm5 (?) 

3- (2- ( (3 1 :jb;WA*^-i' -4-:7 

o 



T L C : R f 0.65 (n-^^i?-> : B^m^5=-;i/= 1 : 1) o 
^^J5 (8) 

3 - (2- ( ( (IR) -1- {-rz^^Xyly- 1-^ )V) :&;Wn-^ 
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o 




TLC:Rf 0.78 (n-^^i^-V :B^K3i5=-;i/= 1 : 1) o 
^^J5 (9) 

3- (2- ( (3-p<5^;v- 1- (4-7;i/;^-P7 3i-;i/) ijjw^ 



o 




TLC : Rf 0.53 iTi-^:^V-> :Wm^^J^= S : 1) o 
^^J5 (10) 

3- (2- ( (3-^^;i/-i- (4-p«5=-;i/7 3^— :ib;w^^ 
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o 




TLC:Rf 0.52 (n-^:^-lf> : it^a:^5^;i/= 3 : 1) o 
5(11) 

5 3- (2- ( (3-;^5^;i/- 1- -y )\/:tU'7 y^)]/) :*>;wt 

^'r;p) -4- (3 -^T^y 7 731— ;v) zrun>WL>^9- 



TLC : Rf 0.74 {^UU:^)]/h : ^^J^y— ;v= 1 0 : 1) o 

10 

mmms (12) 

3- (2- ( (3-;>«5^;i'- 1- (4-7;v;rD7 3i^;V') :i7;w"? 
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o 




TLC : Rf 0.74 (i'DDJ^;i/A : J'-yS/- 1 0 : 1) o 

5(13) 

5 3- (2- ( {2>-^^)V-l- (3, 5-S^^5=-;i/7ai-;i/) T^)}/) ij 

o 




TLC : Rf 0.58 (n-^#i^> :B^^J^^;i/=2 : 1) o 
10 ^^J5 (14) 

3- (2- ( (3-^5^;i/-i- (3, 5-5^^5^;i/7ai^;i/) 
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TLC:Rf 0.78 in—\^V->:mm:^^)l^=l : 1) o 



^^J5 (15) 

5 3- (2- ( i3-^^}V-l- (3, S-Pjfi'^JVys^-J]/) -^^J]/) itj 



o 




TLC : Rf 0.67 (n-^=JpiJ-> : S^m3^5^;i/= 1 : 1) o 

10 

^^J5 (1 6) 

3- (2- ( (3-pi5^;v-l- (3, 5-$^p<^;i/7ai-;i/) >b 
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XX 




TLC:Rf 0.83 in—^^V->:W^:^^)l'=l : 1) «, 
^^J5 (17) 

5 3- (2- ( (3-.?<g^;v- 1- (3, 5-t^yX.^;\/-7x.-;v) y^jv) ij 



TLC : Rf 0.21 {n-^^^>'.WIk=s^'^)\^- 1 : 1) o 

10 

^aS#J 5 C 1 8 ) 

3- (2- ( (S-^^^;!/-!- (4-^h^>>-l, 

5b;w^^'f;i/) -4- (2-^po- 5->>«^;i/7 
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TLC : Rf 0.70 {n-^^^> : B^^j:^;1/= 1 : 2) „ 



mmm 5(19) 

3- (2- ( (3-^5^;i^-l- (4-^h=^i^-l, 



o 




TLCrRf 0.60 {ii-^^-^> :m^^^J^= 1 : 2) o 



mmms (20) 

3- (2- ( (3-^5^;i/-l- (4-^h=^i^-l, 3-i?:r=3p-tJ--r>^ 
>-6 — f;i/) p!j;wi^-f -4- i2-:<^)]/y 
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o 




T L C : R f 0.70 : Bt^ji^;i/= 1 : 2 ) o 

^^J5 (2 1) 

3- (2- ( (3-^5^;i/-l- (4-7;V:tD-3-p«5^;i/:7 3i-;i/) 7^ 



O 




TLC : Rf 0.56 (n-^dE^-y-> : @^M3^5^;i/= 2 : 1) o 
lljfe^JS (2 2) 

3- (2- ( (3-^5^;V-l- (4->';l/:^^^-3 r 

-4- (2-i^no-5-p<5=-;i/>^3:ydp^'^5=-;i/) 

222 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.48 in-^^1^> : H^^3i5^;V= 2 : 1) o 

mmm5 (2 3) 

3_ (2- ( is-jA^)]/- 1- (3-j><5^;P7ai— ;v) >i7;w^^ 



o 




T L C : R f 0.70 (n-^^-y-:> : @^^3i5^;i/= 1 : 1 ) o 
(24) 

3- (2- ( (3-7<5^;i/- 1- (3-pi h:3|pe/:7 3in;i/) 
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wo 03/016254 



PCT/JP02/08120 



O 




TLC : Rf 0.61 {n-^^i)-> ; Bfm3i5=-;i/= 1 : 1) „ 

mmm5 (2 5) 




TLC : Rf 0.66 (n-^^lf^ : @^^ai5=-;i/= 1 : 1) o 
^jfe^JS (2 6) 

3- (2- ( (3-^5^;v-l- (3, 4-i^p« h#$/:7 3:n;v) y^^i,) 

224 



wo 03/016254 
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^^J5 (2 7) 

3- (2- ( i3-^^j]/- 1- (3-p<5=-;i/-4-:7;b:rn:7:ii-;i/) 



o 




TLC : Rf 0.43 (n-'N^iJ-V : 2 : 1) » 



225 



wo 03/016254 
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mmm5 (28) 

3- (2- ( (3-p<^;i/-l- (3, y^)]/) 

ij^w^'^-fjv) -4- (3-$^t>':7jc>'^^p<5^;1/) 71— rD>''«> 



o 



5 




TLC :Rf 0.42 (n-^^t>-> : W^^^;i'= 1 : 1) » 



f|gB#>J5 (2 9) 

3- (2- ( (3-^5^;v-l- (3, 5-$?^^;V7 3i^;^) * 

o 




TLC : Rf 0.44 in-^^V-> : gtm:i^g=-;i/= 3 : 1) o 



226 



wo 03/016254 
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^^J5 (3 0) 

3- (2- (1- (3, 5-i^^5^;i'7 3i— :75^;i/pb;w^^'f -4 

o 




5 TLC : Rf 0.79 (n-^=¥1^> : @^^3i^;i/= 1 : 1) o 

mmms (3 i) 

3- (2- ( (3-^^;v-l- (3, 5-^;>«^;V7 3i-;i/) 

;w'?^-<;i/) -4- (2-7;i/:rD7jLydp^>;,t^;p) ^o^^;!/) rD7^> 

10 



o 




TLC : Rf 0.56 (n-^^-y-> : i^^cc^;i/= 2 : 1) » 



227 



wo 03/016254 
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3- (2- ( (3-p<^;i/-l- (3, 5-^:<^)]yyj^—)]/) * 
5 j^^^Ux.T.y'JV 



TLC : Rf 0.55 (n-^^r1^> : fi^MJ^^;V= 2 : 1) o 

^#05 (3 3) 

10 3- (2- ( (3-p<5^;i/- 1- (3, 5-i^?i^^;vy:r.-}v) * 
;wt^'f;i/) -4- (2, 4-i^7;i/:^D7 3:y:^i/p«5^;i/) 7x.r:;i/) r 





wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.55 (n— ^=^r1t> : S^^3i5=-;i'= 2 : 1) o 
^#15 (3 4) 

3- (2- ( (3-^^;V-l- (3, 5-i?^5^;V7 3i— ;V) zr^)}/) 
5 ;w^^-f;i/) -4- (3 -7;v;tD7a:^=^$^^5^;i/) :7 3i^;i/) ^^d^''^^ 



TLC : Rf 0.56 (n-^^-y-> :S^mJ^^;i/=2 : 1) o 

10 t^M5 (3 5) 

3- (2- ( (3-^5^;i/-l- (3, 5-S^p<^;W7 3i^;i/) iT'g^;!/) 
;w^^'f;i/) -4- (2, 5-s^7;i/;rP7 3iy:^$^^^;i/) y 




229 



wo 03/016254 
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o 




T L C : R f 0.58 (n-^=3p-tJ-> : i^3i5^;i/= 2 : 1 ) o 

mmms (3 6) 

3- (2- ( (3, 5-$^^5=-;i/7 3i-;i/) y^jv) a 

-4- (2-^Dn-5-7;i/:rD7 3iy^^p<5=-;V) 731— 



o 




TLC : Rf 0.51 (n-^=3p1?-> : Bfm3i5^;i/= 2 : 1) o 
^^J5 (3 7) 

3- (2- ( (3-p«^;v-l- (3, 5-i?p<^;i/7a:^;i/) * 

230 



wo 03/016254 
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O 




TLC : Rf 0.25 (n-^^-y-> : iS^^Ji5^;i/= 1 : 1) » 

5 ^^J5 (3 8) 

3- (2- ( (3-p«5=-;V- 1 - (3, 5-$^pt5^;i/7 3i-;V) ia 
;WN*^-r;i/) -4- (3 hdE^i/7ai>'^^'p?5^;i/) :7ai-;i/) rn^iv 



o 




10 TLC : Rf 0.91 (n-^:^pl^> : ll^iK3i^;i/= 1 : 1) o 

231 



wo 03/016254 
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3_ (2- ( (3-;>5^;V-l- (3, 5 -t^j/^^JVy s^:^JV) -^^M * 



o 




5 T L C : R f 0.87 (n-^N^I^V : B^^J^f=-;i/= 1 : 1 ) o 
(40) 

3_ (2- ( (3-^^;v-l- (3, 5-s?^5^;i/7 3ir:;v) 
10 ;v) 7"D7i>^^5^;i/3:^::^7";i/ 

o 




TLC : Rf 0.42 (n-^=3p-9*> : i^^ai^;i/= 1 : 1) o 



232 



wo 03/016254 



PCT/JP02/08120 



^^J5 (4 1) 

3- (2- ( (3-p<^;i/-l- (3, 5-i^;^^)V7j^=-JV) y^JV) iJ 

;w^^-r;v) -4- (2 -p?5^;i/-4-7;i/:^D7aiy:3ps/^5^;i/) 731— 
5 ;v) :rD/^>^pi^;v3i;^7^;i/ 



TLC : Rf 0.43 (n-^4ri^> : B^m:i^5^;W= 1 : 1) o 

mmm5 (4 2) 

10 3- (2- ( (3-p<5^;i/- 1- (3, 5-s^^^;i/7i-;i/) >b 
;w^^'f;i/) -4- (2, 5 -2^^5=-;i/7 3iy:^r$/^5^;i/) 7a;— 




o 




233 



wo 03/016254 
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T L C : R f 0.42 (n-^^-y-> : S^^3^5=-;i/= 1 : 1 ) o 

mmms (43) 

3_ (2- ( (3-p«5^;V-l- (3, 5-i^^^)iy ti 



o 




TLC : Rf 0.51 (ii-'^=?r-y-> : ifmJ^^;V= 2 : 1) o 

10 ^#15 (4 4) 

3- (2- ( (3-p<5^;V-l- (3, 5-yp«5=-;i/7 3i-;U) y^^^;!/) * 

;w^^-f;v) -4- (4-^^;v7aiy=3E^s>'^5^;v) 731— ;i/) rn^'ivm 



234 



wo 03/016254 
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o 




TLC : Rf 0.50 (n-^=3p-y-> :1^^3i^;i/=2 : 1) o 

mmm5 (4 5) 

3_ (2- ( (3-p?5^;i/- 1 - (3, 5 y^)]/) A 

;w^^-r;i/) -4- (4-7;i/:^D7:iiy':^pS/;><^;W :7 3i— ra^iv 



TLC : Rf 0.52 (n-^^"9-> : B^^j:5^;v= 2 : 1) o 
^#15 (4 6) 

3- (2- ( i3-^^J)y-l- (3, 5-$^^5^;i/7 3i— ;i/) ::^5^;v) * 

235 



o 





wo 03/016254 
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o 




T L C : R f 0.59 (n-^^l^^ : mi^^^)^= 2 : 1 ) o 

5 mmms (4?) 

3- (2- ( (3-;^5^;V-l- (3, 5 -i^^^)Vy ^'^JV) 
;W'?^-f;V) -4- (2-7;i/:^D-5-^^;i'7 3iydp->p{5^;V) ysL- 



o 




10 TLC : Rf 0.46 (n-^#i^> : B^®ai^;V= 2 : 1) o 

mmm5 (4 8) 

236 



wo 03/016254 
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3- (2- ( (3-p{5^;i/- 1- — r;i/) *;wt 



o 




5 TL C : R f 0.49 (n-^^-y-> : B^^3^5^;i/= 1 : 1) o 

mmm5 (4 9) 

3- (2- ( (3-pt5^;i/- 1- 1— f;i/) A;i/>'^ 
-4- (2, 5 -2^7;i/;4-D7 3c>':?F-i/p<5=-;i/) yuj-^ 

o 




TLC : Rf 0.49 {n-^^V> : 1 : 1) o 



237 



wo 03/016254 
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mmi5 (5 0) 

3- (2- ( (3-p?5^;i/- 1- (±y^\y>-i — r;i/) :^;w'? 

o 




T L C : R f 0.52 ( ti-^^1)-> : W^ai5^;v= 1 : 1 ) o 
^jffii^iJ 5(51) 

10 3- (2- ( (3 -p<5^;i/- 1 - (3, 5-i?^5^;v:7 3i-;v) :7'5^;i/) 
;w^^^;v) -4- (3, 4-2^7;v:^D7aiy:^s^^5^;v) 7a:— ;v) :r 



o 




238 



wo 03/016254 
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TLC : Rf 0.50 : fi^^3i5^;i<'= 2 : 1) o 

^^15 (5 21 

3- (2 - ( ( (IR) (3, 5-t^:>i^;]yyjL-)V) 

-4- (2, 5-i^7;i/:4-n7jiy=J^i^^^;i/) y 

o 



'■CC 

TLC : Rf 0.57 (n-^^-y-> :i^^Ji^;i/=2 : 1) » 
5(53) 

3- (2 - ( ( (IS) -3-^^;i- 1- (3, 5 

y'^)]^) iJJWi^-^J]/) -4- (2, 5-5^7;i/;ro7 3iy^r5^^5=-;i') 7 

31 rp/^>i®^5=';Vai;;^7^;i' 




239 



wo 03/016254 
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O 




TLC : Rf 0.57 (n-'Ndp-y-^ : B^^ai5^;i/= 2 : 1) o 

mmms (5 4) 

3- (2- ( ( (IR) -3-^5^;V-l- (3, 5-i^p«5^;P7i.^-;i') 
.-^^J]/) ;b;W1^'f;i/) -4- (2-7;V:;^-D7 3iy=^i^^^;i/) 7 31— 



o 




TLC : Rf 0.78 (ji-^^i)'> : Wm3^^)l= 1 : 1) » 
^^J5 (5 5) 

3- (2- ( ( (IR) -3-P?^;V-l- (3, 5-2^p<^;i/7 3i-;i/) 

240 



wo 03/016254 
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o 




TLC:Rf 0.45 (n-^=^p-tf-> : i^^3i5^;i/= 3 : 1) o 

5 ^^J5 (5 6) 

3- (2- ( ( (IR) -3-^^J]y- 1- (3, 5 



o 




10 TLC : Rf 0.71 (n-^=^P"9-> : BfMJ^^;V= 1 : 1) o 
^^15 (5 7) 



241 



wo 03/016254 
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3 - (2 - ( ( (IR) -3-^5^;i/-l- (3, 5-i^p(^;i/7 3iri;i/) 



o 




5 TLC : Rf 0.51 (n-^dpt^> : B^^3^5^;i/=3 : 1) « 
^^J5 (5 8) 

3 - (2- ( (1- (3, 5 -i'^^;i/:7 3i— Syi^u^^i^j]/) itj)\/J^ 
^-f^V) -4- (2, 5-S^y?V:tX2 7 3Lyf^i/;i^J]/) y 3^=.;]/) :^UJ^ 

10 



o 




TLC : Rf 0.52 : B^®3i^;i/= 2 : 1) o 

242 



wo 03/016254 
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mmms (59) 

3- (2- ( ( (IR) -3-^^;V-l- (3, 5-i?p<5^;V7 3i-;i/) 
5 7D^'?>^P«5=-;V3i;:^7^;i/ 



TLC : Rf 0.70 (n-^^D-> : W^3^5^;i/= 1 : 1) o 
^^J5 (6 0) 

10 3 - (2- (4- (3, 5-S^^^;i/7ai^;v) t KDl:f^>-4— f 

;v) pb;w^^-f;i^) -4- (2, 5-pyjv:tuy y:r.=. 




o 




243 



wo 03/016254 
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TLC:Rf 0.49 (n-^=¥-b-> : S^3ig^;i/= 1 : 1) o 
5(61) 

3- (2- ( ( (IR) -3-^^)]/-l- (3, 5-i^^5^;V7air:;i/) 
5 y^j]/) :;b;WN*^'r;i/) -4- (3 -^r^ 7 =ae:^;<5=-;i/) 



TLC : Rf 0.59 (n-^^1?-> :Bfl^3i^;V=2 : 1) » 

10 mmm 5(62) 

3 - (2- ( ( (IR) -3-p<5^;i/- 1- (3, 5-i^^5^;P7 3i-;i/) 
:!b;w^^-r;v) -4- (2, 5-i^?i^)vy x.yf^t//^'^;]/) ys^ 




244 



wo 03/016254 
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T L C : R f 0.67 {n-^^V-> : WM3i^;V= 3 : Do 
^^J5 (6 3) 

3 - (2 - ( ( (IR) -3-^5^;v-l- (3, 5—yy-^)Vy3L-)V) 



TLC : Rf 0.67 (n-'^^r-y-^ :i^^j:^;i/=3 : 1) o 

mmms (6 4) 

3- (2- ( ( (IR) -3-^5^;i/-l- (3, 5-i^^5^;i/7 3i-;i/) 

245 




wo 03/016254 
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5 mmm 5(65) 

3- (2- ( ( (IR) 1- (3, 5-5^p<^;i/7ac-;i/) 

y^jv) *;w'?^'r;i/) -4- (3-^j7DD7ai>'^r$^p«5=-;i/) y3^=.?v) 

o 



c7 

CI 

10 TLC : Rf 0.75 {hJl^iy :B^^3i^;i/=2 : 1) o 
^^J5 (6 6) 

246 




wo 03/016254 
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3- (2- (4- (3, 5-$^p<5=-;V7rc-;i/) t KP5^;tlf^ >- 4 
— :&;w\*^-j';i/) -4- (2, 5 -$^7;i/:^P73iydp->pi^;p) 7 



5 T L C : R f 0.50 (n — : ii^K3i5=-;i/= 3 : 1 ) » 
5(67) 

3- (2- ( (4- (3, 5-i^j<^;V7a^-J]/) y'l— t KDtr^>-4- 

:i7;wt^'f;i/) -4- (3-s/:p>'7ai>^dp$/j>i5=-;v) 7 
10 D7i>^;><5=^;b3iX7";i/ 



o 




o 




TLC : Rf 0.20 :B^ai^;i/=2 : 1) o 



247 



wo 03/016254 
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mmms (6 8) 

3- (2- ( (4- (3, 5 /I— h h♦Dtr^>-4- 
5 7 31— rD>''?>i^^5^;i'3i;^7";i/ 



TLC : Rf 0.70 (n—^^t^^ : g^^J^5^;i/= 1 : 1) » 
mmmS (6 9) 

10 3- (2- ( (4- (3, 5-i>^^)]/y3^—)V) t KD tf^ >- 4 - 

-f;i/) -4- (2 -^j7Dn-5 

7 yUJ^>^y<'^JV3:.X^J]/ 




o 




248 
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T L C : R f 0.69 (n-^=^-t^> : @^^J^^;i/= 1 : 1 ) o 
^^J5 (7 0) 

3- (2- ( (4- (3, 5-i^^^JVy3i-)V) 71— 1 1<^^^^>-4- 
5 -r;^) :fyJW^^^)\^) -4- (2, 5-i>^uxn'7j^^^iy^^)V) y 



o 




TLC : Rf 0.70 (n-'\^-y-> : @^^ai5^;i/= 1 : 1) o 

10 mm^ (7 1) 

3- (2- ( (4- (3, 5 /I— t. KD tf^>- 4 - 



249 



wo 03/016254 
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o 




TLC : Rf 0.68 (n-^=3p1^> : i^^a:f=-;i/= 1 ; 1) o 

mmm 5(72) 

3- (2- ( (4- (3, 5-i^y.^)Vya^-?V) A-\i\^u\^^>-4- 



o 




T L C : R f 0.70 (n-^^-y-> : fi^^a:^;i/= 1 : 1 ) o 
lljfe^JS (7 3) 

3- (2- ( (4- (3, 5-i^y^^;vy3L-?]y) yl-t h*D lf^>- 4 - 



250 



wo 03/016254 PCT/JP02/08120 



o 




TLC : Rf 0.42 (n-^=^1^> : B^m3^^>'V= 1 : 1) o 

5 mmms (74) 

3- (2- ( (4- (3, 5-s?p«5^;^7 3i-;i/) ^'i— t ^•^l^^>-4- 
-l';^) y?7;wt^-f;p) -4- (2, 5-s^p«5^;v:7 jcy^>>p<5^;v) 71c- 



o 




10 TLC : Rf 0.50 in-^^D-> : @^^:3i^;i'= 1 : 1) o 
^^•15 (75) 

251 



wo 03/016254 
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3- (2- ( ;i/-4- (3, 5 -$<?p<5^;i/7 3i— ;b) 

t:^U2^>-4— r;v) >b;w^^-r;i/) -4- (2, 5-:^?7;i/:tD7 3^>' 



o 




5 TLC : Rf 0.40 (n-^^1J-> : @^^3i5=-;i'= 1 : 1) o 
^^J5 (7 6) 

3- (2- ( (4 - (3, 5 /i— t l<Dl^^>-4- 
-f;l/) -4- (2-7;i/:tP7xy 
10 yunyM;^^Ji^^^y^Ji' 



o 




252 
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PCT/JP02/08120 



T L C : R f 0.41 (n-^^^ifV : mM:^^)^= 1 : 1 ) o 

mmm5 (77) 

3- (2- ( (4- (3, 5 71— b I«aH^>-4- 



T L C : R f 0.41 (n-^'^f-!?-^ : Wm^^J\y= 1 : 1 ) o 

10 mmm5 (7 8) 

3- (2- ( (4- (3-^5^;i/7iiir:;i/) 71— t KDb^>-4--f;i') 
^pwi^-C;!/) -4- (2, 5-i^7;i/:^-n7acy=^^p?5^;v) y^^—?]/) 




253 
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o 




TLC :Rf 0.34 (n-'s^rlf > : B^^3i5^;i/= 2 : 1) o 

3- (2- ( (4- (-^y^uy-i — /s— t h'p i:f^>-4 — f 
*;wt^-r;v) -4- (2, 5-i;7;b;*-D7aiy^s^^5=-;i/) 731— 



o 




TL C : Rf 0.52 in-^^V> : mm^f^^JV^ 1 : 1) o 

mmm5 (so) 

3- (2- ( ( 1 -;>«5^;v-4- (3, 5 l^^U5^> 
-4--r;v) :*7;w^^-r;v) -4- (2, 5-$^7;i/:rn7 3i>'dpi/p(5^;v) 



254 
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o 




I 

TLC : Rf 0.53 (i57DD;}>;i/A : j?<i^ ;i/= 9 : 1) o 

mmm 5 ( s p 

3- (2- ( ( 1 -3i5=-;i/-4- (3, 5-i^p<^;i/>^3iri;i/) 
~4-^)V) -4- (2, 5-^7;P:^D7ai>^S/;><^;i/) 



o 




T L C : R f 0.52 DD3|^;i/A : ;>« ^ ;v= 10:1) 



255 
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^^J5 (82) 

2- (2- ( (3-^^;i/-l- (3, 5-^p«f=-;i/7 3i-;i/) zT^))/) itj 

o 



5 TLC : Rf 0.28 {xi-^^^^y :TO3:5^;i/=3 : 1) o 

mmm^ (8 3) 

2- (2- ( (3-^5^;i/-l- (3, 5-i;^5^;i/7iii— ;v) itj 
-4- (2-:^7DD-6-7;^:^D^>$^;^5^:^i/) 

10 2^) 




o 




TLC : Rf 0.75 (n 



256 



1 : 1) o 



wo 03/016254 
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3- (2- ( (±y^ly>- :«7;W"?^-r;i/) -4- (2- 



USS^JS-^^bfc^b-^ (3 3 0mg) ^ffiv%T> llite^ajs ©:&^i:|^ 
-^fciglf^bt. J!UT®ifeH4fi£<£Jfrs^®<tS'^ (2 2 3ing) ^»feo 
TLC : Rf 0-49 (^DD!^;i/A : :A^y—)V= 10:1) ; 
NMR (300 MHz, DMSO-dj) : S 9.00 (t, J = 5.5 Hz, IH), 8.24-8.16 (m, IH), 
10 8.01-7.94 (m, IH), 7.91-7.84 (m, IH), 7.63-7.41 (m, 6H), 7.34 (d, J = 8.1 Hz, IH), 
7.19-7.10 (m, 2H), 6.99 (d, J = 7.8 Hz, IH), 6.85 (t, J = 7.5 Hz, IH ). 5.09 (s, 2H), 
4.94 (d, J = 5.5 Hz, 2H), 2.96 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H), 2.16 (s, 
3H)o 

15 mmme (i) - ^mrnme (3 6 5) 

mmms (i) (8 3) -e®i5tofeYb^> **:tt*i^-rsYh-^^ 

20 mmme (i) 

(2E) -3- (2- ( (:^7^^>- 1— f;i/^^;i/) :*;;wt^>r;i/) - 
4- (if^^/— i-'f;i/^5=-;i/) 7 3i-;i/) -2-rD^>^ 



5 




257 
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COOH 



TLC : Rf 035 (^Dn;J^;i/A : p<^>'— ;V= 1 0 : 1) ; 
N M R (300 MHz, DMSO-d«) : 6 9.10 (t, J = 5.7 Hz, IH), 8.17 (d, J = 7.8 Hz, IH), 
8.00-7.82 (m, 5H), 7.65-7 AS (m, 5H), 7.34-7.22 (m, 2H), 630 (d, J = 15.9 Hz^ IH), 
5 6.29 (t, J = 2.1 Hz, IH), 539 (s, 2H), 4.94 (d, J = 5.7 Hz, 2H)o 

^^J6 (2) 

3- (2- ( *;w^•^-f;^) -4- (i^^ 



TLC : Rf 0.48 (^DD7}x;i/A : ^^J'y— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-dj) : 6 12.11 (s, IH), 8.93 (t, J = 5.7 Hz, IH), 8.16 (m, 
IH), 7.95 (m, IH), 7.85 (dd, J = 7.1, 2.2 Hz, IH), 7.79 (d, J = 2.4 Hz, IH), 7,61-7.42 
(m, 5H), 7.28-7.13 (m, 3H), 6.25 (t, J = 2.0 Hz, IH), 5.29 (s, 2H), 4.89 (d, J = 5.7 Hz, 
15 2H), 2.88 (t, J = 7.8 Hz, 2H), 2.48 (m, 2H) o 

^fifg^JS (3) 

(2E) -3- (2- ( (:^7^^>-2— f ;i/^^;i/) 5fj;w^^>r;v) - 



10 
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COOH 



TLC : Rf 0.29 i^UU:^JVA : ^9 ^—)\/= 10:1) ; 
NMR (300 MHz, DMSO-d^) : (J 9.13 (t, J = 6.0 Hz, IH), 7.96-7.80 (m, 7H), 
5 7.60-7.44 (m, 4H), 7.39-734 (m, IH), 7.32-7.24 (m, IH), 6.52 (d, J = 15.9 Hz, IH), 
6.31 (t, J = 2.0 Hz, IH), 5.42 (s, 2H), 4.64 (d, J = 6.0 Hz, 2H)o 

^flS^6 (4) 

(2E) -3- (2- (N- (^^a^vv-a — r;v;<^;i/) -n-p<5^;i/ 
10 ;!7;wt^'r;v) -4- (if^^^— ;i/-i — f;vp?5^;i/) 731:^;^) -2-r 



TLC : Rf 033 (i7nD/i^;i/A : J—)\/— 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.92-7.06 (m, 13H), 6.44 and 6.41 (each d, J = 15.9 
15 Hz, IH), 632 and 6.16 (each t, J = 2.1 Hz, IH), 5.38 and 5.28 (each s, 2HX 4.95 and 
4.42 (each s, 2H), 3.13 and 2.66 (each s, 3H)o 

^^i6 (5) 

(2E) -3- (2- ( (:^7^l'>-2-W';^;'^^>'^) A;w^^-r;i/) - 
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COOH 



TLC : Rf 0.52 (i7DD7}%;i/A : ^iJ^y— ;i/= 1 0 : 1) ; 
NMR (300 MHz, DMSO-dJ : 6 9.19 (t, J = 5.8 Hz, IH), 8.02-7.82 (m, 6H), 
5 7.64-7.44 (m, 5H), 7.38-7.26 (m, 2H), 7.04 (d, J = 7.8 Hz, 2H), 6.96 (t, J = 7.4 Hz, 
IH), 6.55 (d, J = 15.9 Hz, IH), 5.19 (s, 2H), 4.66 (d, J = 5.8 Hz, 2H)o 

il:&fe^J6 (6) 

(2E) -3- (2- ( (:^7^i/>- 1— r;i/p?5^;i/) 5Jj;w^^-f - 



TLC : Rf 0.53 (^DD>}^;i/A : ^^yf—)]/= 10:1) ; 
NMR (300 MHz, DMSO-d«) : 6 9.14 (t, J = 5.4 Hz, IH), 8.20 (d, J = 8.4 Hz, IH), 
8.02-7.84 (m, 4H), 7.66-7.46 (m, 6H), 7.36-7.26 (m, 2H), 7.01 (d, J = 7.8 Hz, 2H), 
15 6.96 (t, J = 73 Hz; IH), 6.53 (d, J = 15.9 Hz, IH), 5.16 (s, 2H), 4.97 (d, J = 5.4 Hz, 
2H)o . 

^^^-16 (7) 
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3- (2- ( ii-7^U>-l-^)]/^^)\^) *;W^^-f;V) -4-7 31^ 



TLC : Rf 0.49 (^PP:1^;VA : p^^J^^— ;V= 10:1) ; 
5 N M R (300 MHz, CDCI3) ; <5 8.11 (d, J = 8.4 Hz, IH), 7.92-7.79 (m, 2H), 7.62- 
735 (m, 6H), 7.31-7.20 (m, 3H), 6.98-6.84 (m, 3H), 637 (t, J = 5.1 Hz, IH), 5.08 (d, 
J = 5.1 Hz, 2H), 4.95 (s, 2H), 3.10 (t, J = 7.5 Hz. 2H), 2.76 (t, J = 7.5 Hz, 2H)o 

jaite^JS (8) 

10 (2E) -3- (2- (1- 1 — f *;WN*^-f 

^COOH 



TLC : Rf 0.21 (^nuit^)\yA : ^^y— ;b= 10:1) ; 
N M R (300 MHz, CDCI3) :6 8.24 (d, J = 8.7 Hz, IH), 8.14 (d, J = 15.9 Hz, IH), 
15 7.88 (d, J = 8.4 Hz, IH), 7.83 (d, J = 8.4 Hz, IH), 7.64-7.42 (m, 6H), 730-7.22 (m, 
3H), 6.99-6.88 (m, 3H), 6.40 (d, J = 15.9 Hz, IH), 6.18 (m, IH), 6.03 (brd, J = 7.8 
Hz, IH), 5.04 (s, 2H), 1.84 (d, J = 6.6 Hz, 3H)o 
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^^J6 (9) 

3- (2- ( l-'r;i/;^^-'v) :i;;w^^-r;i/) -4- (2, 



5 TLC : Rf 0.56 (^nn7j%;i/A : ^^y— ;i/= 1 0 : 1) ; 

NMR (300 MHz, DMSO-d«) : 6 9.00 (t, J = 5.5 Hz, IH), 8.25-8.16 (m, IH), 
8.01-7.93 (ID, IH), 7.88 (d, J = 8.1 Hz, IH), 7.64-7.42 (m, 6H), 7.34 (d, J = 8.1 Hz, 
IH). 7.02 (d, J = 7.5 Hz, IH), 6.85 (s, IH), 6.67 (d, J = 7.2 Hz, IH), 5.06 (s, 2H), 
4.94 (d, J = 5.5 Hz, 2H), 2.96 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H), 2.26 (s, 

10 3H),2.10(s,3H)o 

mmme (i o) 

3- (2- ( 1— f :^3;^>'^'^'r;^) -4- (2, 



TLC : Rf 0.47 (^DP5^;i/A : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-dj) :6 12.1 (s, IH), 9.00 (t, J = 6.0 Hz, IH), 8.17 (m, 

IH), 7.94 (m, IH), 7.85 (d, J = 7.8 Hz,lH), 7.59-7.40 (m, 7H), 7.35 (d, J = 2.1 Hz, 




15 
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IH), 7.33 (d, J = 7.8 Hz,lH), 7.03 (dd, J = 8.4, 2.1 Hz, IH), 5.19 (s, 2H), 4.91 (d, J = 
6.0 Hz, 2H), 2.93 (t, J = 8.1 Hz, 2H), 2.52 (t, J = 8.1 Hz, 2H)o 

^^J6 (1 1) 

5 3- (2- ( 1 — f :t>;wN*^'r;i/) -4- (2- 



TLC : Rf 0.47 (^DP:Jf;i/A : pi^'^'— ;i/= 10:1) ; 
NMR (300MHz,DMSO-dfi) : 6 12.1 (s, IH), 8.98 (t, J = 5.4 Hz, IH), 8.18 (m, 
10 IH), 7.95 (m, IH), 7.85 (d, J = 7.8 Hz,lH), 7.60-7.41 (m, 6H), 737-7.26 (m, 2H), 
7.07 (d, J = 1.5 Hz, IH), 6.77 (dd, J = 8.1, 1.2 Hz, IH), 5.13 (s, 2H), 4.91 (d, J = 5.4 
Hz, 2H), 2.94 (t, J = 8.1 Hz, 2H), 2.53 (t, J = 8.1 Hz, 2H), 2.27 (s, 3H)o 

^^J6 (12) 

15 3- (2- ( (3-^5^;v-i- (:^7i5'V>- i—f ;i/) r^;v) :^j;w^ 
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T L C : R f 0.25 : S^^ai5=-;W= 1:1); 

N M R (300 MHz, CDCI3) : 6 8.32 (d, J = 8.7 Hz, IH), 7.88 (d, J = 7.8 Hz, IH), 
7.80 (d, J = 8.4 Hz, IH), 7.61-7.25 (m, 9H), 7.00-6.90 (m, 3H), 6.38 (d, J = 8.7 Hz, 
IH), 6.14 (dt, J = 8.7, 7.2 Hz, IH), 4.99 (s, 2H), 3.04 (t, J = 7.2 Hz, 2H), 2.74 (t, J = 
5 7.2 Hz, 2H), 1.97 (t, J = 7.2 Hz, 2H), 1.80 (m, IH), 1.13 (d, J = 6.6 Hz, 3H), 1.01 (d, 
J = 6.6Hz,3H)o 

mmme (i 3) 

3_ (2- ( ii-:^^)]/- 1- i±yi^u>- 1-^ ?v) ^5^;v) *;wt 




TLC : Rf 0.15 C^^-y-V : @^^3i5=-;V= 1:1) ; 
NMR (300 MHz, CDCI3) : 6 8.55 (m, IH), 7.91 (m, IH), 7.81 (d, J = 8.1 Hz; IH), 
7.68 (d, J = 7.8 Hz, IH), 7.50-7.23 (m, 8H), 7.00-6.90 (m, 3H), 6.53 (s, IH), 4.99 (s, 
15 2H), 2.98 (t, J = 7.5 Hz, 2H), 2.69 (t, J = 7.5 Hz, 2H), 2.12 (s, 6H)o 

iliifS^J 6(14) 

3- (2- ( (::J-7^V>- 1 — f;M5^;i/) :ij;W^^-f ;i/) -4- (2, 
6-^^5=-;i'7 3i>':3|r^pi5^;v) 7 3i-;i/) ^ro^^y^ 
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COOH 



TLC : Rf 0.53 (^DD7^;i/A : ^^y^)V= 10:1) ; 
N MR (300 MHz, DMSO-dJ : 6 8.98 (t, J = 5.4 Hz, IH), 8.19 (m, IH), 7.96 (m, 
IH), 7.86 (d, J = 8.1 Hz, IH), 7.61-7.44 (m, 6H), 7.33 (d, J = 8.7 Hz, IH), 7.07-7.00 
5 (m, 2H), 6.93 (m, IH), 4.92 (d, J = 5.4 Hz, IH), 4.74 (s, 2H), 2.95 (t, J = 7.8 Hz, 2H), 
2.53 (t, J = 7.8 Hz, 2H), 2.23 (s, 6H)o 

mmme (is) 

3- (2- ( (-^y^iy^-i — r;i/p«^;b) :i3;v/^^-f;i/) -4- (2- 
10 i7DD-6-p«^;i/7 3i>^:^$/p«^;v) :7 3i— ;i/) •^u/^>m 



TLC : Rf 0.53 (^J? n D>i^;i/A : ^iJ'y— ;i/= 10:1) ; 
NMR (300MHz,DMSO-d«) : 6 8.98 (t, J = 5.4 Hz, IH), 8.19 (m, IH), 7.95 (m, 
IH), 7.86 (d, J = 8.4 Hz, IH), 7.61-7.44 (m, 6H), 7,37-7.30 (m, 2H), 7.21 (d. J = 7.8 
15 Hz, IH), 7.06 (t, J = 8.1 Hz, IH), 4.92 (d, J = 5.4 Hz, IH), 4.87 (s, 2H), 2.95 (t, J = 
8.4 Hz, 2H), 2.53 (t, J = 8.4 Hz, 2H), 2.25 (s, 3H)o 

^^J6 (16) 
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3- (2- ( *;w^^-i';i/) -4- (3- 

^ ^ ^COOH 



5 TLC : Rf 0.53 (^nD3^;i/A : ^^y'— ;i/= 1 0 : 1) ; 

N M R (300 MHz, DMSO-d«) :6 8.97 (t, J = 5.4 Hz, IH), 8.18 (m, IH), 7.95 (m, 
IH), 7.85 (d, J = 7.2 Hz, IH), 7.60-730 (m, IIH), 5.13 (s, 2H), 4.91 (d, J = 5.4 Hz. 
2H), 2.94 (t, J = 7.8 Hz, 2H), 2.52 (t, J = 7.8 Hz, 2H)o 

10 TLC : Rf 0.56 (^7DD3^;i/A : jiS'y—)V= 1 0 : 1) o 
^^16 (17) 

3_ (2 - ( ( (IR) -1- (±-7^\y>-l-^)l) 3^5=-;!/) iiJW^^ 

-f;i/) -4-7 3i>'^i^>«5^;V7 3in;v) rD7i>^ 



TLC : Rf 0.15 (^^U-> : fi^|K3i^;V= 1 : 1) ; 

N M R (300 MHz, CDCI3) : 6 8.23 (d, J = 7.8 Hz, IH), 7.89 (d, J = 7.5 Hz, IH), 
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7.83 (d, J = 8.4 Hz, IH), 7.62-7.25 (m, 9H), 6.98-6.88 (m, 3H), 6.36 (d, J = 8.4 Hz, 
IH), 6.14 (m, IH), 4.97 (s, 2H), 3.10 (t, J = 7.2 Hz, 2H), 2.78 (t, J = 7.2 Hz, 2H), 
1.80 (d, J = 6.6 Hz, 3H)o 

5 mmme (is) 

3- (2- ( (1- (:^7t^^>- i->f;v) rcii^;!/) *;w^^>f;i/) - 

4- 7 3i^=3ps^^^;i/7 3ir:;i/) rn-'ivm 



TLC : Rf 0.18 i^^i^> :Wm=c>9-?]^= 1:1) ; 
10 N MR (300 MHz, CDCQ : 6 8.28 (d, J = 8.7 Hz, IH), 7.88 (d, J = 8.1 Hz, IH), 
7.81 (di J = 7.8 Hz, IH), 7.60-7.24 (m, 9H), 7.00-6.89 (m, 3H), 637 (d, J = 8.7 Hz, 
IH), 5.94 (dt, J = 8.7, 8.7 Hz, IH), 4.98 (s, 2H), 3.05 (t, J = 7.5 Hz, 2H), 2.75 (t, J = 
7.5 Hz, 2H), 2.15 (m, 2H), 1.10 (t, J = 7.2 Hz, 3H)o 

15 mmme (i 9) 

3 - (2- ( ( (IS) -1- :3i^;i/) *;w^^ 
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TLC : Rf 0.15 : BM^^^J^^ 1:1); 

N M R (300 MHz, CDCI3) : 6 8.22 (d, J = 7.8 Hz, IH), 7.89 (d, J = 7.8 Hz, IH), 
7.83 (d, J = 8.1 Hz, IH), 7.62-7.25 (m, 9H), 6.98-6.88 (m, 3H), 6.36 (d, J = 7.8 Hz, 
IH), 6.14 (m, IH), 4.97 (s, 2H), 3.09 (t, J = 7.5 Hz, 2H), 2.78 (t, J = 7.5 Hz, 2H), 
1.80 (d, J = 6.9 Hz, 3H)o 

mmme (20) 

3_ (2- ( (1- ii-y^\y>-2-^ )V) :x.^)V) *;W'?^-f;i/) -4 



TLC : Rf 0.17 (t?DD7fc;i/A : p^cJ'y— ;i/= 10:1) ; 
NMR (300 MHz, CDCQ : 6 7.84 (m, 4H), 7.53-7.42 (m, 5H), 7.29 (m, 3H), 6.97 
(m, 3H), 6.56 (d, J = 8.1 Hz, IH), 5.50 (m, IH), 5.02 (s, 2H), 3.07 (t, J = 7.5 Hz, 2H), 
2.77 (t, J = 7.5 Hz, 2H), 1.70 (d, J = 6.9 Hz, 3H)o 

3_ (2- ( (4-p? v>-i--f;v^^>^v) *;w^^'f;v) 
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TLC : Rf 0.53 (i7nn7j^;i/A : ^i^^y— ;V=9 : 1) ; 
NMR (300 MHz, DMSO-dj) : 6 8.87 (t, J = 5.6 Hz, IHX 8.19 (dd, J = 8.3, 1.4 Hz, 
IH), 8.12 (d, J = 7.5 Hz, IH), 7.62-7.48 (m, 2H), 7.46-7.36 (m, 3H), 732-7.23 (m, 
3H), 7.00-6.89 (m, 4H), 5.04 (s, 2H), 4.82 (d, J = 5.6 Hz, 2H), 3.96 (s, 3H), 2,92 (t, J 
5 = 7.8 Hz, 2H), 2.50 (m, 2H)o 

^^J6 (2 2) 

3- (2- ( (::J-7t$'i/>- i->r;p^5^;v) *;wt^-f;j/) -4- (2- 



10 




TLC:Rf 0.34 (t^DD5}^;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : d 8.12 (d, J = 7.2 Hz, IH), 7.92 (dd, J = 8.1, 1.2 Hz, 
IH), 7.84 (d, J = 8.1 Hz, IH), 7.64-7.36 (m, 6H), 7.34-7.25 (m, IH), 7.14-7.02 (m, 
2H), 6.95 (t, J = 7.2 Hz, IH), 6.82 (d, J = 7.2 Hz, IH), 6.4 5 (brs, IH), 5.15-5.05 (m, 
15 2H), 5.07 (s, 2H), 3.13 (t, J = 7.5 Hz, 2H), 2.80 (t, J = 7.5 Hz, 2H), 2.28 (s, 3H)o 

(23) 

3- (2- ( (:^:7^l/>- 1— f;M5^;i/) :i»;w^^-f;V) -4- (2- 
pi^;i/7 3i>'=3p*/pt5^;i/) :7 3i-;i/) :rD/"«>^ 



269 



wo 03/016254 



PCT/JP02/08120 




COOH 



TLC : Rf 0.49 (^nD:tf;i/A : T^tJ'y— ;V=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 8.18 (d, J = 8.4 Hz, IH), 7.94 (dd, J = 8.4, 1.8 Hz, 
IH), 7.93-7.82 (m, 2H), 7.75 (d, J = 1.8 Hz, IH), 7.63-7.37 (m, 6H). 7.32-7.25 (m, 
5 IH), 7.15-6.97 (m,3H), 5.19 (s, 2H), 5.10 (d, J = 5.4 Hz, 2 H), 3.16 (t, J = 7.5 Hz, 
2H), 2.92 (s, 3H), 2.83 (t, J = 7.5 Hz, 2H)o 

(24) 

4_ (2- ( (3_p(5^;v-i- (:^7^ix>-i — f;i/) :/5^;i/) 
10 ^-r;!') -4-:7:ny^$/pt5^;i/7:.i-;v) :^^5^>iK 



TLC : Rf 0.59 (^?Da5jx;i/A : ;^^5'y— ;i/= 10:1) ; 
NMR (300MHz,CDCg .6 8.34 (d, J = 8.4 Hz, IH), 7.89 (d, J = 7.8 Hz, IH), 
7.80 (d, J = 7.8 Hz, IH), 7.63-7.18 (m, 9H), 7.02-6.88 (m, 3H), 6.20-6.00 (m, 2H), 
15 4.99 (s, 2H), 2.74 (t, J = 7.7 Hz, 2H), 2.27-2.17 (m, 2H), 2.00-1.40 (m, 5H), 1.13 (d, 
J = 6.6 Hz, 3H), 1.01 (d, J = 6.6 Hz, 3H)o 




^^'6 (2 5) 
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TLC : Rf 0.13 (^Dn7^;VA : ^^y— ;i/= 10:1) ; 
5 N M R (300 MHz, CDCI3) : 6 8.14 (m, 2H), 7.68-7.58 (m, 2H), 7.46-7.38 (m, 3H), 
731-7.23 (m, 3H), 7.09 (dd, J = 9.9, 8.4 Hz, IH), 6.98-6.87 (m, 3H), 6,39 (t, J = 5.1 
Hz, IH), 5.04 (d, J = 5.1 Hz, 2H), 4.96 (s, 2H), 3.09 (t, J = 6.9 Hz, 2H), 2.77 (t, J = 
6.9 Hz, 2H)o 

10 ^^J6 (2 6) 

3- (2- ( (:¥>";>- 4 — r;v><^;v) *;w^^-f;i/) -4-731^^^ 




TLC ; Rf 0.26 (^on3j>;i/A : yi^J'-)V= 10:1) ; 
15 NM R (300 MHz, CDCI3) : 6 9.12 (t, J = 5.7 Hz, IH), 8.85 (d, J = 4.5 Hz, IH), 
8.24 (d, J = 8.1 Hz, IH), 8.06 (4 J = 8.1 Hz, IH), 7.79 (t, J = 7.8 Hz, IH), 7.66 (t, J = 
8.1 Hz, IH), 7.55-7.43 (m. 3H), 7.37-7.25 (m. 3H), 7.01 (m, 2H), 6.94 (t, J = 7.2 Hz, 
IH), 5.09 (s, 2H), 4.96 (d, J = 5.7 Hz, 2H), 2.94 (t, J = 7.5 Hz, 2H), 2.52 (t, J = 7.5 
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Hz,2H)o 

mmme (2 7) 

3- (2- ( (3-^5^;v-i- (±:7^v>- i->f;i/) *;w"? 




T L C : R f 0.41 O n : -^^ ^ — ;V= 10:1) ; 

NMR (300MHz,CDCl3) :6 8.28 (d, J = 8.1 Hz, IH), 7.87 (m, IH), 7.79 (d, J = 
7.5 Hz, IH), 7.62-7.36 (m, 6H), 7.22-7.06 (m, 3H), 6.65 (d, J = 8.7 Hz, IH), 6.27 (t, J 
10 = 2.1 Hz, IH). 6.19 (m, IH), 5.25 (s, 2H), 2.98 (t, J = 7.5 Hz, 2H), 2.68 (t, J = 7.5 Hz, 
2H), 1.92 (t, J = 7.1 Hz, 2H), 1.78 (m, IH), 1.11 (d, J = 6.6 Hz, 3H), 0.99 (d, J = 6.6 
Hz,3H)o 

^^J6 (2 8) 

15 3- (2- ( (r^^^j'v^- i-'r;vp«^;^) -4- (2- 
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TLC : Rf 0.23 (ij7 d D7fc;i/A : 10:1) ; 

N MR (300 MHz, DMSO-d^) : 6 9.01 (t. J = 4.8 Hz, IH), 8.17 (dd, J = 7.8, 1.5 Hz, 
IH), 7.94 (d, J = 6.9 Hz, IH), 7.85 (d, J = 7.2 Hz, IH), 7.74 (d, J = 7.5 Hz, IH), 7.65 
(t, J = 7.2 Hz, IH), 7.60-7.44 (m, 6H), 7.33 (m, 2H), 7.09 (t, J = 7.8 Hz, IH), 5.26 (s, 
5 2H), 4.91 (d, J = 4.8 Hz, 2H), 2.93 (t, J = 8.1 Hz, 2H), 2S1 (t, J = 8.1 Hz, 2H)o 

^^J6 (2 9) 

3- (2- ( (:^7i^ix>- 1 — r;v^^;i/) *;w^^-r;i/) -4- (2- 



10 




TLC : Rf 0.20 (tJ'DDsfc^l/A -;i/=l 0 : 1) ; 

N M R (300 MHz, CDCI3) '.6 8.12 (d, J = 7.8 Hz, IH), 7.90 (d, J = 7.8 Hz, IH), 
7.84 (d, J = 8.4 Hz, IH), 7.62-7.40 (m, 6H), 7.36-7.26 (m, 2H), 7.15 (ddd, J = 8.7, 
8.7, 3.0 Hz, IH), 6.88 (m, 2H), 6.39 (t, J = 4.8 Hz, IH), 5.10 (d, J = 4.8 Hz, 2H), 5.05 
15 (s, 2H), 3.12 (t, J = 7.5 Hz, 2H), 2.79 (t, J = 7.5 Hz, 2H)o 

^^J6 (3 0) 

3- (2- ( (3-p{5^;i/- 1- (±7^ix>- 1 —f ;i/) r5^;w) :*>;w^ 
^>f;v) -4-- (ifUs^v-3— f;v3i-:3p$/>?(^;v) ;i/) rn^'iy® 
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COOH 



TLC : Rf 0.54 H^UUTt^JVA : ^^J^y— ;i/= 10:1) ; 
N MR (300 MHz, DMSO-d«) : 6 9.09 (d, J = 8.1 Hz, IH), 8.36 (d, J = 3.3 Hz, IH), 
8.27-8.16 (m, 2H), 7.97 (d, J = 7.8 Hz, IH), 7.84 (d, J = 8.1 Hz; IH), 7.68-7.43 (m, 
5 6H), 7.41-7.30 (m, 3H), 5.93 (m, IH), 5.19 (s, 2H), 2.98-2.80 (m, 2H), 2.62-2.38 (m, 
2H), 1.97-1.76 (m, 2H), 1.59 (m, IH), 1.11 (d, J = 6.0 Hz, 3H), 0.93 (d, J = 6.0 Hz, 
3H)o 

^^J6 (3 n 

10 3- (2- ( 1 ->(';vpt^;i/) itj)W^^^J]/) -4- (2- 

^COOH 



TLC : Rf 0.55 (^PPsl^^bA : ^^y— ;i/= 10:1) ; 
NM R (300 MHzi DMSO-d«) : 6 10.44 (s, IH), 9.02 (t, J = 6.0 Hz, IH), 8.19 (m, 
15 IH), 7.97 (m, IH), 7.87 (m, IH), 7.78-7.42 (m. 8H), 7.40-7.28 (m, 2H), 7.11 (t, J = 
7.5 Hz, IH), 5.27 (s, 2H), 4.94 (d, J = 6.0 Hz, 2H) 2.96 (t, J = 7.8 Hz, 2H), 2.55 (t, J 
= 7.8Hz,2H)o 
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mmme 02) 

3- (2 - ( ii'7'$f]^>- 1 — ovjA^jv) *;w^^-f;i/) -4- (2- 

^COOH 



5 TLC : Rf 0.50 (^a07tc;VA : p«i57^— ;v= 1 0 : 1) ; 

N M R (300 MHz, DMSO-d«) : 6 9.00 (t, J = 5.7 Hz, IH), 8.20 (d, J = 7.8 Hz, IH), 
7.97 (m, IH), 7.87 (m, IH), 7.66-7.30 (m, 8H), 7.20 (m, IH), 7.02 (d, J = 8.1 Hz, 
IH), 6.96 (t, J = 7.5 Hz IH), 5.10 (s, 2H), 5.03 (bis, IH), 4.94 (d, J = 5.7 Hz, 2H), 
4.57 (s, 2H), 2.96 (t, J = 8.0 Hz, 2H), 2.54 (t, J = 8.0 Hz, 2H)o 

10 

3- (2- ( (3->>«^;v- 1 -7 3i-;i/:r^;i/) :3!7;w^^-f ;v) -4-7 



15 TLC : Rf 0.31 (^Pn3i^;i/A : p^tJ^y— ;i/= 1 0 : 1) ; 

N M R (300 MHz, CDCI3) : (J 7.45-7.25 (m, lOH), 7.02-6.93 (m, 3H), 6.40 (d, J = 
7.2 Hz, IH), 5.23 (m, IH), 5.02 (s, 2H), 3.01 (dt, J = 2.7, 7.8 Hz, 2H), 2.72 (t, J = 7.8 
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Hz, 2H), 1.85-1.65 (m, 2H), 1.60 (m, IH), 0.98 (d, J = 6.3 Hz, 6H)o 

mmme (34) 

3- (2- ( ii-y-^^ui^-i — r;i/^5=-;b) *;w\*^-r;i') -4- (2- 
5 yt2/^>m. 



N MR (300 MHz, DMSO-d«) : 6 9.07 (s, IH), 9.00-8.92 (m, IH), 8.17 (d, J = 7.2 
Hz, IH), 7.98-7.91 (m, IH), 7.88-7.76 (m, 2H), 7.68-7.40 (m, 6H), 7.30 (d, J = 8.1 
10 Hz, IH), 7.10-6.96 (m, 2H), 6.92-6.83 (m, IH), 5.14 (s, 2H), 4.92 (d, J = 5.4 Hz, 2H), 
2.94 (t, J = 7.5 Hz, 2H), 2.52 (t, J = 7.5 Hz, 2H), 2.01 (s, 3H)o 

Mi^J6 (3 5) 

3- (2 - ( (t^^tJ'i/^- i-'r;M5=-;v) 5!7;i/>'t^-f ;i/) -4- (2- 



TLC : Rf 0.50 (^7DD;f:;i/A : ;i/=9 : 1) ; 

N M R (300 MHz, CDQa) : <5 8.11 (d, J = 8.4 Hz, IH), 7.92-7.80 (m. 2H), 7.61- 
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7.36 (m, 6H), 7.29-7.23 (m, IH), 6.93-6.78 (m, 4H), 6.42 (m, IH). 5.08 (d, J = 5.4 
Hz, 2H), 5.04 (s, 2H), 3.75 (s, 3H), 3.11 (t, J «= 7.2 Hz, 2H), 2.78 (t, J = 7.2 Hz, 2H)o 

^^J6 (3 6) 

5 3 - (2- (.ii-y^i^y- 1-^ ^^^^^^) :3b;w\-^-f -4- (2- 



TLC : Rf 0.62 (i?nn:t;;i/A : ^tJ?^'— ;P= 10:1) ; 
NMR (300 MHz, DMSO-d«) : 6 9.03 (brs, IH), 8.20 (m, IH), 7.97 (m, IH), 7.87 
10 (m, IH), 7.64-739 (m, 6H), 7.38-7.20 (m, 3H), 7.06 (d, J = 8.1 Hz, IH), 6.95 (t, J = 
7.5 Hz, IH), 5.11 (s, 2H), 4.93 (d, J = 5.4 Hz, 2H), 4.43 (s, 2H), 3.26 (s, 3H), 2.95 (t, 
J = 7.8 Hz, 2H), 2.66-2.36 (m, 2H)o 

iljfe^J6 (3 7) 

15 3- (2- ( (3-;»<^;v-i- (4-;< h:¥2^7ai-;i/) ::/'5^;v) *;wt 
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TLC : Rf 0.091 (^Dn3j.;vA : ;v= 10:1) ; 

N MR (300 MHz, CDCQ : 6 7.45-7.38 (m, 2H), 7.34-7.23 (m, 5H), 7.03-6.93 (m, 
3H), 6.88 (d, J = 8.7 Hz, 2H), 6.33 (d, J = 8.1 Hz, IH), 5.19 (dt, J = 8.1, 8.1 Hz, IH), 
5.02 (s, 2H), 3.80 (s, 3H), 3.01 (dt, J = 3.0, 7.2 Hz, 2H), 2.72 (t, J = 7.2 Hz, 2H), 
5 1.85-1.65 (m, 2H), 1.63 (m. IH), 0.97 (d, J = 6.6 Hz, 6H) o 

mmm 6(38) 

3_ (2 - ( ( (IR) -1- (:h7;? v>- i--f;i^) J^^^W) 



10 




TLC : Rf 0.49 (e7DD7i^;bA : ;v= 10:1) ; 

NMR (300 MHz, CDCI3) : d 8.17 (d, J = 8.1 Hz, IH), 7.90-7.76 (m, 2H), 
7.60-7.40 (m, 4H), 736-7.23 (m, 2H), 7.19 (d, J = 8.3 Hz, IH), 7.10 (m, IH), 7.00- 
6.88 (m, 4H), 6.30 (d, J = 8.1 H^ IH^ 6.10 (m, IH), 3.10-2.98 (m, 2H), 2.80-2.68 
15 (in.2H),1.77(d,J = 6.6Hz,3H)o 

mmme o 9) 

3_ (2 - ( ( (iR) -1- (i-'7^u>-i—()\^) ^5^;i/) 
-f;!/) -4- (ifUs?>-2->r;i/:^-=¥s^) 7a:r:;v) rn/i^m 
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COOH 



TLC : Rf 0.40 (^DD5fc;i/A : ^^y— ;i/= 1 0 : 1) ; 
NMR (300 MHz, CDCI3) : 6 8,19 (d, J = 8.4Hz, IH), 8.10 (m, IH), 7.86 (m, IHX 
7.78 (d, J = 7.8 Hz, IH), 7.68 (m, IH), 7.59-7.40 (m, 4H), 7.28-7.20 (m, IH), 7.12- 
5 7.04 (m, 2H), 6.99 (m, IH), 6.89 (d, J = 8.4 Hz, IH), 6.61 (d, J = 8.1 Hz, IH), 6.10 
(m, IH), 3.10-3.00 (m, 2H), 2.76-2.66 (m, 2H), 1.76 (d, J = 6.6 Hz, 3H) » 

^^J6 (4 0) 

3- (2- ( (3-^5^;i/-l- i4-y;]/:i-u-7:iL—)]/) y^j]/) *;w^ 



TLC : Rf 0.44 (tJ'DDtr^l/A : j??^^'— ;i/= 1 0 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.46-7.24 (m, 7H), 7.08-6.93 (m, 5H), 6.40 (d, J = 
8.4 Hz, IH), 5.21 (q, J = 8.1 Hz, IH), 5.02 (s, 2H), 3.05-2.95 (m, 2HX 2.76-2.67 (m, 
15 2H), 1.86-1.51 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H) o 

(4 1) 

3- (2- ( (3-^5^;i/-i- (4-><5^;v7a;— ;i/) >^5^;i/) 
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COOH 



TLC : Rf 0.44 (^j7DD7h;i/i:s : p^tJ^y— ;V= 1 0 : 1) ; 
N M R (300 MHz, CDCI3) : 6 7.46-7.12 (m, 9H), 7.02-6.92 (m, 3H), 6.33 (d, J = 
5 8.4 Hz, IH), 5.20 (q, J = 7.8 Hz, IH), 5.02 (s, 2H), 3.07-2.95 (m, 2H), 2.78-2.69 (m, 
2H), 234 (s, 2H), 1.88-1.44 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

^^J6 (42) 

3- (2- ( (3-p<5^;i/- :;b;w^*^^' - 4- (tf 

. — . ^COOH 



TLC : Rf 0.30 (^'DD3rc;i/A : pi^y'— ;i/=9 : 1) ; 
N M R (300 MHz, CDCI3) : S 8.35-8.30 (m, IH), 8.23 (dd, J = 4.2, 1.8 Hz, IH), 
7.44-7.22 (m, lOH), 6.84 (brd, J = 9.0 Hz, IH), 5.24 (q, J = 6.9 Hz, IH), 5.06 (s, 2H), 
15 3.01 (t, J = 7.2 Hz, 2H), 2.75 (t, J = 7.2 Hz, 2H), 2.30-1.52 (m, 3H), 0.98 (d, J = 6.6 
Hz,6H)e 
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^^J6 (4 3) 

3- (2- ( (3-7^3^;!/- 1-7 3b;W^^-Y;i/) - 4- (if 




5 TLC : Rf 0.23 (^DOTfc^l^A : ;i/=9 : 1) ; 

NMR (300 MHz, CDClj) : 6 8.44-8.30 (m, 2H), 7,78 (brd, J = 8.1 Hz, IH), 
744-7.23 (m, 8H), 6.93-6.82 (m, 2H), 5.24 (q, J = 8.1 Hz, IH), 5.14 (s, 2H), 2.97 (t, 
J = 6.3 Hz, 2H), 2.85-2.74 (m, 2H), 230-1.40 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H) o 

10 ^^J6 (44) 

3- (2- ( (l-:7 3i— :ib;w^^-r;v) -4-7a:y#e/^5^ 
7*D>'1>® 




TLC : Rf 0.63 (^DDJ}^;!/^ : ;i/= 5 : 1) ; 

15 NMR (300 MHz, DMSO-dj) : 6 8.92 (d, J = 7.8 Hz, IH), 7.48-7.20 (m, lOH), 
7.07-6.91 (m, 3H), 5.13 (no, IHX 5.09 (s, 2H), 2.87 (t, J = 7.9 Hz, 2H), 2.60-^40 (m, 
2HX 1-44 (d, J = 7.2 Hz, 3H)o 
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^^J6 (45) 

3- (2- ( (3-^^?v- l-ysu-)\/-:r^)\/) ibfw^^^jv) - 4- (tf 



TLC : Rf 0.59 (^"0 04^;^^ : ;i/=9 : 1) ; 

N M R (300 MHz, CDCI3) : d 8.16 (dd, J = 5.1, 1.2 Hz, IH), 7.65-7.55 (m. IH), 
730-7.40 (m, 2H), 7.40-7.24 (m, 6H), 6.94-6.86 (m, IH), 6.79 (d, J = 8.4 Hz, IH), 
6.41 (brd, J = 8.4 Hz, IH), 534 (s, 2H), 5.24 (q, J = 8.4 Hz, IH), 3.08-2.90 (m, 2H), 
10 2.72 (t, J = 7.2 Hz, 2H), 2.00-1.40 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H)o 

mm\ 6(46) 

3- (2- ( (3 1 ti^w^'^^jv) -4-y 



TLC:Rf 0.45 (^DnTjxpi/A : ^^>'— ;i/= 9 : 1) ; 

N M R (300 MHz, CDCl,) : 6 7.40-7.10 (m, lOH), 6.73 (t, J = 73 Hz, IH), 6.61 (d, 
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J = 7.5 Hz, 2H), 6.37 (d, J = 8.4 Hz, IH), 5.21 (q, J = 7.2 Hz, IH), 4.29 (s, 2H), 3.05- 
2.87 (m, 2H), 2.76-2.60 (m, 2H), 1.84-1.47 (m, 3H), 0.96 (d, J = 6.6 Hz, 6H) o 

^^J6 (4 7) 

5 2- (2- ( (3-^5^;v- 1 -7 31— :ji7;wt^-r;i/) -4-7 




TLC : Rf 0.28 (^DD7it;i/A : ^^^'^ ;b= 1 0 : 1) ; 
N M R (300 MHz, CDCI3) : 6 9.17 (d, J = 8.1 Hz, IH), 7.95 (d, J = 2.1 Hz, IH), 
10 7.54 (dd, J = 8.4, 2.1 Hz, IH), 7,40-7.13 (m, 8H), 7.00-6.87 (m, 3H), 5.12 (m, IH), 
5.05 (s, 2H), 4.92 (s, 2H), 1.84 (m, IH), 1.68-1.48 (m, 2H), 0.90 (d, J = 6.3 Hz, 3H), 
0.89(d, J = 63Hzi3H)o 

^^J6 (48) 

15 3- (2- ( (1-7 31— ;v7*Dt:;i/) :;Sj;w^^'f ;!/) -4-7 3i7^p$./p< 
^;i/7 3i— ;v) rD.^'ty^ 
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TLC : Rf 0.47 (tJ7nD7iN;i/A : ^t^-/— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-d«) : 6 8.83 (d, J = 8.4 Hz, IH), 7.44-7.18 (m, lOH), 
7.03-6.90 (m, 3H), 5.08 (s, 2H), 4.86 (m, IH), 2.84 (t, J = 7.8 Hz, 2H), 2.46 (t, J = 
7.8 Hz, 2H), 1.82-1.64 (m, 2H), 0.90 (t, J = 7.5 Hz, 3H)o 



^^J6 (4 9) 

3_ (2- ( ( i-7 3i-;i/:r5^;v) *;wt^-r;i/) -4-7 3i>'dpi/p«^ 



10 TLC : Rf 0.47 (^7DD>^;i/A : p«^>'—;^= 1 0 : 1) ; 

NMR (300 MHz, CDCQ ■ ^ 7.47-7.24 (m, lOH), 7.02^.91 (m. 3H), 6.41 (d, J = 
8.1 Hz, IH), 5.15 (q, J = 7.8 Hz, IH), 5.03 (s, 2H), 3.08-2.97 (m, 2H), 2.78-2.69 (m, 
2H), 1.98-1.74 (m, 2H), 1.52-1.23 (m, 2H), 0.96 (t, J = 7.2 Hz, 3H)o 

15 ^^J6 (5 0) 

3- (2- ( (3 -^^;i':;^^;v) :«3;wN-^-f ;i/) -4-7i.>'dpi^pi^;i/ 
;i/) rn/'^v^ 
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TLC : Rf 0.36 : |^^a:^;i/= 1:3) ; 

NMR (300 MHz, CDCI3) : 6 7.45-7.40 (m, 2H), 7.34-7.26 (m, 3H), 7.02-6.93 (m. 
3H), 6.14 (m, IK), 5.03 (s, 2H), 3.50-3.41 (m, 2H), 3.08 (t, J = 7.4 Hz, 2H), 2.79 (t, J 
= 7.4 Hz, 2H), 1.68 (m, IH), 1.55-1.46 (m, 2H), 0.95 (d, J = 6.6 Hz, 6H)o 



^^J6 (5 1) 

3- (2- ( (3 >f7;w?^>r;i/) -4- (tr 



10 TLC : Rf 0.49 (^nn5^;i/A : ;>«;^>'—;i/=9 : 1) ; 

NMR (300 MHz, CDCl,) : 6 8.53 (d, J = 4.5 Hz, 2H), 7.52-7.46 (m, 2H), 
7.40-7.20 (m, 6H), 6.97 (t, J = 4.5 Hz, IH), 6.45 (brd, J = 7.8 Hz, IH), 5.40 (s, 2H), 
5.28-5.18 (m, IH), 3.01 (dt, J = 2.7, 7.5 Hz, 2H), 2.72 (t, J = 7.5 Hz, 2H), 1.90-1.40 
(m, 3H), 0.99 (d, J = 6.6 Hz, 6H)o 



mrnme (52) 

3- (2 - ( (3-p<^;i/- i-^ji-;!/^^^;!/) itjjw^^^jv) -4- (tf 
^$^>-2--r;^;r=^i^^^;u) 7ai:^;i/) ray's >^ 




15 
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(X)OH 



TLC : Rf 0.49 (^nD3^;i/A : ;i/=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 8.27 (d, J = 1.2 Hz, IH), 8.15 (d, J = 2.7 Hz, IH), 
8.09 (dd, J = 2.7, 1.2 Hz, IHX 7.48-7.42 (m, 2H), 7.42-7.24 (m, 6H), 6.44 (brd, J = 
5 8.1 Hz, IH), 5.35 (s, 2H), 5.30-5.20 (m, IH), 3.06-2.96 (m, 2H), 2.80-2.70 (m, 2H), 
1.88-1.40 (m, 3H), 0.99 (d, J = 6.6 Hz, 6H)o 

mmme (53) 

3- (2- ( (3-;»<^;i/- l-7 3i-;i/r^;i/) *;W"^^'r;V) -4 - (2 



T L C : R f 0.28 uu:t^)\/A : p< ^ ^ — ;i/= 10:1) ; 
NMR (300 MHz, DMSO-d^) : 6 8.00 (dd, J = 4.8, 1.2 Hz, IH), 7.43-7.14 (m, 
IIH), 5.13 (s, 2H), 5.05 (m, IH), 2.89-2.76 (m, 2H), Z48-2.35 (m, 2H), 2.39(s, 3H), 
15 1.81-1.54 (m, 2H), 1.44 (m, IH), 0.93 (d, J = 6.6 Hz, 3H), 0.90 (d, J = 6.6 Hz, 3H)o 




mmme (5 4) 
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3- (2- ( i3-;^^)V-l-y j:-^)]/^^)]/) iJJW^'e^J]/) -4 --7 



TLC : Rf 0.34 (^'DD!^;i'A : ^iJ^y— ;i/= 1 0 : 1) ; 
5 N M R (300 MHz, DMSO-dg) : 6 8.75 (d, J = 8.7 Hz, IH), 7.38-7.13 (m, 13H), 
5.03 (m, IH), 4.24 (s, 2H), 2.84-2.73 (m, 2H), 2.47-2.37 (m, 2H), 1.79-1-54 (m, 2H), 
1.42 (m, IH), 0.92 (d, J = 6.9 Hz, 3H), 0.90 (d, J = 6.9 Hz, 3H)o 

6 (55) 

10 3 - ( 2 - ( ( 3 1 -7 :;b;wt^-f - 4 - (5=- 

Tv^— ;i/-2-^;i/^:t;<5^;i/) 73i^;i/) 7'd>'"?>^ 

XOOH 



TLC : Rf 0.34 (iJ7nn7h;i/A : ;i/= 1 0 : 1) ; 

N MR (300 MHz, DMSO-d«) : 6 8.77 (d, J = 8.7 Hz, IH), 7.72 (d, J = 3.3 Hz, IH), 
15 7.66 (d, J = 3.3 Hz, IH), 7.39-7.18 (m, 8H), 5.03 (m, IH), 4.48 (s, 2H), 2.84-2.72 (m, 
2H), 2.48-2.38 (m, 2H), 1.79-1-54 (m, 2H), 1.42 (m, IH), 0.92 (d, J = 6.6 Hz, 3H), 
0.90(d,J = 6.6Hz,3H)o 





287 



wo 03/016254 



PCT/JP02/08120 



mmme (56) 

3- (2- ( (3-^5^;i/- l-:7 3i-;i/:r^;i/) - 4- ( 1 



5 




TLC : Rf 0.28 (^DDtJx^I/A : pt^y'— ;U= 10:1) ; 
NMR (300 MHz, DMSO-dj) : 6 8.70 (d, J = 8.1 Hz, IH), 7.38-7.14 (m, 8H), 7.08 
(s, IH), 6.93 (t, J = 1.2 Hz, IH), 5.02 (m, IH), 4.18 (s, 2H), 3.37 (s, 3H), 2.85-2.73 
(m, 2H), 2.48-2.37 (m, 2H), 1.80-1-55 (m, 2H), 1.43 (m, IH), 0.93 (d, J = 6.6 Hz, 
10 3H), 0.90 (d, J = 6.6 Hz, 3H)o 

6(57) 

3- (2- ( (,2-i^^uzp'u\Z)v-i-y :5!7;w^-=E-f;i/) 



15 




TLC : Rf 0.37 (^DD5|^;i/A : ;>?^>'~;i/=9 : 1) ; 
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NMR (300 MHz, CDCI3) : 6 7.74 (m, IH), 7.45-7.22 (m, 9H), 7.00-6.93 (jn, 3H), 
6.62 (d, J = 7.2 Hz, IH), 5.25 (dt, J = 7.2, 7.5 Bx, IH), 5.02 (s, 2H), 3.03 (t, J = 7.2 
Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 1.88-1.72 (m, 2H), 0.66 (m, IH), 0.55-0.40 (m, 2H), 
0.20-0.01 (m, 2H)<, 
5 [:^^U«i7A:^] 

TLC : Rf 0.44 {^UU^JVA : p?^^— ;i/=9 : 1) o 

^^J6 (5 8) 

3- (2- ( (3 1 -:7:n^;i/:/^;i/) i^jw^^^j]/) -4-^ 
10 >s;?;i/:r=3pi^7 3iri;i/) 7*d>''?>^ 



TLC:Rf 0.41 (^Dn4^;i/A : ;V= 9 : 1) ; 

NMR (300 MHz, CDaj) : <S 7.44-7.24 (m, lOH), 7.18 (d, J = 9.0 Hz, IH), 
7.00-6.92 (m, 2H), 6.32 (brd, J = 8.4 Hz, IH), 5.26-5.16 (m, IH), 5.04 (s, 2H), 3.00- 
15 2.90 (m, 2H), 2.70 (t, J = 6.9 Hz, 2H), 1.84-1.44 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H) o 

^^J6 (5 9) 

3- (2- ( (3 1 -7 Jir:;i/:r5^;i/) yb;w^^^;i/) - 4- (2 




.COOH 



289 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.55 (^DD5t^;i/A : ji^^^J]/=9 : 1) ; 
NMR (300MHz, CDCI3) : 6 7.50-7.24 (m, 8H), 7.22-7.10 (m, 2H), 6.95-6.80 (m, 
2H), 6.34 (brd, J = 8.1 Hz, IH), 5.30-5.20 (m, IH), 5.05 (s, 2H), 3.10-2.95 (m, 2H), 
5 2.74 (t, J = 7.8 Hz, 2H), 2.27 (s, 3H), 1.90-1.50 (m, 3H), 1 .00 (d, J = 6.6 Hz, 3H), 
0.99(d, J = 6.6Hz,3H)o 

mmme (eo) 

3- (2- ( (3-p<5^;i/- l-7 3ir:;i/7^^;i/) jij^W^^-f - 4- (2 



TLC : Rf 0.48 (^DDJ}^;i/A : ;i/= 9 : 1) ; 

NMR (300 MHz, CDCI3) : (5 7.48-7.24 (m, 8H), 7.00-6.84 (m, 4H), 6.44 (brd, J 
= 8.4 Hz, IH), 5.30-5.15 (m, IH), 5.09 (s, 2H), 3.86 (s, 3H), 3.08-2.95 (m, 2H), 2.72 
15 (t, J = 7.8 Hz, 2H), 1.90-1.50 (m, 3H), 0.98 (d, J = 6.6 H2i 6H)o 

6(61) 
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3- (2- ( {3 -?^^J\y- 1 - y ^L-;]/^^)]/) tDWi^^J)/) - 4- (2 



TLC : Rf 0.44 (e?DD7it;i/A : p?<5^>'— ;i/= 9 : 1) ; 
5 NMR (300 MHz, CDCI3) : (J 7.45-7.24 (m, 8H), 7.00-6.80 (m, 4H), 6.43 (brd, J 
= 8.1 Hz, IH), 5.80-5.50 (brs, IH), 5.30-5.20 (m, IH), 5.07 (s, 2HX 3.10-2.97 (m, 
2H), 2.74 (t, J = 7.2 Hz, 2H), 1.90-1.50 (m, 3H), 0.99 (d, J = 6.6 Hz, 6H)o 

6(62) 

10 3- (2- ( (2 -7 31— :ij;wt^'r;i') -4-7 3i>'Jpi^^5^ 
;i/7 3i— ;v) 7'n>''«:^® 



TLC : Rf 0.42 (t^Dn7}^;VA : p«^7— ;V= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.42-7.20 (m, lOH), 7.00-6.90 (m, 3H), 6.25 (m, IH), 
15 4.98 (s, 2H), 3.72 (dt, J = 6.9, 6.0 Hz, 2H), 3.01 (t, J = 7.2 Hz, 2H), 2.94 (t, J = 6.9 
Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H)o 
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mmme (6 3) 

3_ (2-^>i?;v:!b;wt^^;i/-4-73i>'=3f.i/p<5=-;V7 3:— yun 



5 TLC : Rf 0.42 (^PD'^^VA : pi^J'y— ;i/= 1 0 : 1) ; 

N M R (300 MHz, CDCI3) : 6 7.46-7.25 (m, lOH), 6.99-6.92 (m, 3H), 6.48 (m, IH), 
5.00 (s, 2H), 4.61 (d, J = 5.7 Hz, 2H), 3.10 (t, J = 73 Hz, 2H), 2.77 (t, J = 7.5 Hz, 
2H)o 

10 ^#J6 (6 4) 

3_ (2- ( (3 i-7a:^;v-3-:r7^— ;v) *;vn^>f;i') 



TLC : Rf 0.49 (^Dn^;i/A : ^^7— ;v=9 : 1) ; 
15 N M R (300 MHz, CDQa) : 6 7.46-7.24 (m, lOH), 7.04-6.92 (m, 3H), 6.43 (brd, 
J = 7.5 Hz, IH), 5.42-5.32 (m, IH), 5.04 (s, 2H), 4.86 (brs, IH), 4.79 (brs, IH). 3.04 
(t, J = 7.2 Hz, 2H), 2.74 (t, J = 7.2 Hz^ 2H), 2.64-2.50 (m, 2H), 1,81 (s, 3H)o 
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^^J6 (6 5) 

3- (2-7ai— ;i/:3b;W'?^-f;i/-4-7:iiy:3f-$/jj«5=-;i/7a:^;i/) 




5 TLC : Rf 0.42 (^Dn3^;i/A : 1 0 : 1) ; 

N M R (300 MHz, CDCI3 + CD3OD) : 6 7.70-7.61 (m, 3H), 7.46 (m, IH), 7.39- 
7.27 (m, 5H), 7.14 (m, IH), 7.00-6.95 (m, 3H), 5.06 (s, 2H), 3.11 (t, J = 6.9 Hz, 2H), 
2.83(t,J = 6.9Hzi2H)o 

10 mme ce 6) 

3- (2- ( (3-^5^;i/-l- (4- hU7;i/:i-pp<5^;i/7air^;i/) 




TLC : Rf 0.39 i^Uun-^^l^A : ^^y— ;i/= 19:1) ; 
15 NMR (300 MHz, CDa^) : 6 7.61 (d, J = 8.1 Hz, 2H), 7.51-7.40 (m, 4H), 
7.35-7.25 (m, 3H), 7.02-6.93 (m, 3H), 6.54 (d, J = 8.1 Hz^ IH), 5.26 (no, IH), 5.03 (s, 
2H), 3.01 (t, J = 7.2 Hz, 2H), 2.76-2.68 (m, 2H), 1.84-1.55 (m, 3H), 0.99 (d, J = 6.3 
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Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H)o 

mmm6 (6 7) 

3- (2- ( (3-pt5^;i/- 1- (4-3ih^2x7 3iri;i/) ^5=-;!/) *>>Wn* 
5 -4-7a:^:^$/;){5=-;i/7 3i-;i/) rD>'1>^ 




TLC : Rf 0.40 (^nn5j^;i/A : ;i/= 19:1) ; 

NMR (300 MHz, CDQa) : S 7.45-7.37 (m, 2H), 7.34-7,24 (m, 5H), 7.02-6.92 (m, 
3H), 6.87 (d, J = 8.4 Hz, 2H), 631 (d, J = 8.4 Hz, IH), 5.18 (m, IH), 5.01 (s, 2H), 
10 4.02 (q, J = 6.9 Hz, 2H), 3.06-2,98 (m, 2H), 2.76-2.68 (m, 2H), 1.85-1.50 (m, 3H), 
1.40 (t, J = 6.9 Hz, 3H), 0.97 (d, J = 6.6 Hz, 6H)o 

^ffe#l6 (6 8) 

3_ (2- ( (3-pt5^;i/-l- (3-p«5^;i/7 3i::i;i/) y'^jv) *;w^^: 

15 -f;w) -4-7 3i>':3p$/p«^;v7 3i-;i/) zruj^ym 




TLC : Rf 0.40 (i^DD7^;i/A : :A^y—JV=^9 : 1) » 
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m^me (6 9) 

3- (2- ( (3-pi5^;i/- 1- (3-d7DD7i-;i/) 



5 




TLC : Rf 0.40 i^UU-^)VA : ^^J'y— ;i/=9 : 1) o 
^^J6 (7 0) 

3- (2- ( (3-^^;v-l- (4-^5^0 0 7 31— ;v) >^5^;i/) A^w?^ 
10 -f;i/) -4— 7 >^d/i>^ 




TLC ; Rf. 0.40 i^UU:^)\/A : ;i/=9 : 1) o 

mmme (yd 

15 3- (2- ( (3-^5^;V-l- (3- hU7;i/;tD^5^;i/7 3ir:;i/) 
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TLC : Rf 0.40 (^Dn7^;i/A : ;i/=9 : 1) o 

mmm 6(72) 

5 3- (2- ( (3-p«5=-;v- 1- (3-^^7^D-4-7;l/5^D7xr:;^) 



TLC : Rf 0.40 (^dd4^;1/A : p^t^^y— ;i/=9 : 1) o 
10 ^^J6 (7 3) 

3_ (2- ( (3-^^;v-l- (3-7;v;^-n7 3^— *;w^ 
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TLC : Rf 0.53 i^uUTt^jVA : ;i/=9 : 1) o 

mmme (74) 

3- (2- ( (3-^5=-;!/- 1- (3, 4, 5- h U7;i/:a-D7 3i-;i/) :^ 

0° 



TLC : Rf 0.53 (^DP3^;i/A : ^^y— ;i/=9 : 1) » 
^^J6 (75) 

10 3- (2- ( (3-p<f^;i/-l- (3, ij7;i/^D^5^;i/7ai-;i/) 




TLC : Rf 0.53 i^Uun-^)]/A : p<^^--;i/=9 : 1) o 




15 ^^J6 (76) 

3- (2- ( (3-pt^;p-i- (3-p« h:^^^^^!-;!/) :i>;w^ 
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TLC : Rf 0.53 (^nnj^;VA : pti^^y— ;i/=9 : 1) o 

5 mmmQ (7 7) 

3- (2- ( (3-pt5^;i/-i- y^)]/) pb;w^^ 



T L C : R f 0.53 (i' D D7i^;i/A : ^ — ;i/= 9 : 1 ) o 

10 

^^J6 (78) 

3- (2- ( (3-p<^;i/-l- (4-:r^;i/7 3i^;i/) >f7;w^^ 
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TLC : Rf 0.53 (^nD7fc;i/A : ;A^y—^]/=9 : 1) o 
6(79) 

5 3- (2- ( (3-p<5^;v-l- (4-7;i/;^-o-3-^5=-;i/7ai— 




TLC : Rf 0.53 (^nn5l^;i/A : ;i/=9 : 1) o 

10 6(80) 

3- (2- ( (3-^^;V-l- (3-7;i/:^D-4-p< h=^$^:7ai-;i/) 




299 



wo 03/016254 



PCT/JP02/08120 



T L C : R f 0.53 {^tiU-^)]/A : J — ;i/= 9 : 1 ) » 
6(81) 

3- (2 - ( (3-p<^;i/-i- f^z-y)\/i!-u-^-^'f-y\/y:3u—)Vi ^ 
5 :*?;w"?^-r;i/) -4-7jiy^S/p«5^;i/7i-;i/) yuf^ym. 



TLC ; Rf 0.53 (^^PD7t^;i/A : pt^^'— ;iy=9 : 1) o 

mm^ (8 2) 

10 3- (2- ( (3-^g=-;i/-i- (4-i?PD-3-7;i/:?rn7 3i— ;i/) zr 



TLC : Rf 0.53 {^UU^)VA : ;<^y—J\^=9 : 1) o 

15 mmme (8 3) 

3- (2- ( (3-^^;v-l- (4-7;i/:rp:7 3i^;v) tt^^;!/) :*»;w^ 
-4- (2-p<5^;i/73:>'^$/p«^;i/) 73i-;p) yu^^ym 

300 
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TLC : Rf 0.69 {^UUn^JVA : ^^y— 1 0 : 1) o 

mmme (8 4) 

5 3- (2- ( (3 1- (4-y)]y:ttiy3L-jv) :^;WN' 

^-f;V) -4- (2-^DD73:>':^r$/'P<5=-;i/) 7 T'D/'^V^ 




TLC : Rf 0.67 (i7nD3^;UA : ^9J—)V^ 1 0 : 1) o 

10 ^aS^JS (8 5) 

3- (2- ( (3 -;>«5^;i/- 1- (4-7;i';rn7 3^r;;v) ^^;v) 5b;W^ 




301 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.66 i^0U-^?]/A : pt^^'— ;i/= 1 0 : 1) o 
^#116 (8 6) 

3- (2- ( (3-^5^;i/-i- (4-7;i/;rD7ai— y^jv) *;wn* 

^COOH 



TLC : Rf 0.64 (^^DD:?^;VA : ^^5^^— ;V= 1 0 : 1) o 
^^J6 (8 7) 

10 3- (2- ( (3-p<^;i/-l- (4-7;i/:^n7at^;i/) :to;w^ 
^'r;v) -4- (2-^DP-5-p?5=-;i/:73iy:Sp$/p(5=-;i/) r 



T L C : R f 0.66 (^ D D:4^;VA : ^ ^J' ^ — ;i/= 1 0 : 1 ) o 

15 

mmme (ss) 

3_ (2- ( (3-^5^;v-i- (4-7;v:^D7i— ;v) :r^;v) *;w? 
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TLC : Rf 032 (tJ7Dn5^;i/A : :<i^J—)V= 10: 1) o 

mmm6 (8 9) 

3- (2- ( (3 1 - (4-7;i/:^D>'3i— p^^^;!/) :«j;wt 




TLC : Rf 0.60 (tJ7DD4^;i/A : ;p= 1 0 : 1) o 

I^^J6 (9 0) 

3- (2- ( (3-^^;v-i- (4-t -:75=-;i'7 3:-;i/) 
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^^J6 (9 1) 

3- (2- ( (3-^5^;v-i- (2--;.« h^e^7ai^;i/) -y^y]/) 




TLC : Rf 0.68 (i^DD3iT;i/A : p<^$'y— ;i/= 1 0 : 1) o 
^^J6 (9 2) 

3- (2- ( (3-p?^;i/-l- (4-7;v:4-D-2-p<5^;i/:7:ii-;i/) 
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TLC : Rf 0.68 (^DD7^;i/A : ;i/= 1 0 : 1) o 

mmme o 3) 

3- (2- ( (3-^^;i/-i- (3-3i5^;i/7 3i— ;v) y^jv) it3)w^^ 

TLC : Rf 0.53 (^ODs}^;i/A : ^^y— ;i/=9 : 1) o 

»^^J 6(94) 

10 3- (2- ( (3-^^;i/-l- (3, 5-i:^p<5=-;i/7ai-;v) ti 

cr 

T L C : R f 0.53 n n3it;i/A : ^ ^ y — ;i/= 9 : 1 ) » 

15 mmmQ (95) 

3- (2- ( (3-p<9^;v-l- (3, 5-S^^^;i/-4-^ hdf-$/7i- 
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cr 

TLC : Rf 0.53 (^DD>iv;i/A : ^^a^y'— ;i/=9 : 1) » 
^^J6 (9 6) 

5 3- (2- ( (3-^^;i/-l- (5-;><^;i/-2-^ h=¥5^7 3ir:;i/) :r 

cr 



TLC : Rf 0.53 {^UU7ir^)Vh. : ^^S^y— ;V=9 : 1) o 

10 mmme (97) 

3- (2- ( (3-^^;i/-l- (4-:7'Dbr;i/7 3i^^;v) ;b;w^ 

0° 
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T L C : R f 0.53 i^UU:^)]yA : j^d^J — ;i/= 9 : 1 ) o 

3- (2- ( (3-^5^;v-i- {3-hVyMu^h^t^y:iL-)V) ^ 



TLC : Rf 0.53 (^DD7it;i/A : :^'$fJ—)l=9 : 1) » 
^^J6 (9 9) 

10 3- (2- ( (3-^^)V-i- (3 — r vrntf;i/7:n-;i/) y^)]/) 



TLC : Rf 0.53 (^5? DD3l^;i/A : ^^J—)\/=9 : 1) o 

15 mmmQ (i oo) 

3- (2- ( (3-;^5=-;i/- 1- (3 — f vrnb;;i/:t=^i^7 a^-;!/) 

307 
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TLC : Rf 0,53 (^DP/fc;i/A : jf-^^—JV^d : 1) <, 

mmme (loi) 

5 3- (2- ( (3-^5=-;!/- 1- (1, 3-i^:t^'^^>V>-5-^;]/) 

a" 



TLC : Rf 0.53 (i^DD5i^;VA : ^^5^^— ;i/=9 : 1) o 

10 ^^J6 (10 2) 

3- (2- ( (3-p<^;i/-l- (4-7'D7jf:3pj/7ai-;i/) 
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TLC : Rf 0.53 (^Dn:?^;i/A : pi^^— ;i/=9 : 1) o 

3- (2- ( (3-^^;i/-l- (2-7;v:tn-4- h y 7;i/3f-D^^;i/ 



TLC : Rf 0.53 (^DD7j^;i/A : ^tJ'y'— ;V=9 : 1) o 

10 mmme ( i o 4) 

3- (2- ( (3-^5^;i/-l- (4- h U7;i/2j-n^ h=3|r2/7ai^;i/) >^ 



TLC : Rf 0.53 (^DD5^;UA : ;V=9 : 1) o 

15 

^^J6 (10 5) 

3- (2- ( (3-^^;V-l- (2, 
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TLC : Rf 0.53 {^UXi'^)\/J^ : p?^^'— ;v=9 : 1) o 

5 ^^J6 (10 6) 

3- (2- ( (3-;»C5^;i/- 1- (1, 4-^>^/i^:t^V->-6--{ ?V) 



TLC : Rf 0.53 (^ppj}t;VA : ;V=9 : 1) o 

10 

mmm^ (10 7) 

3_ (2- ( (3-p<^;i/-i- (4-i^7;v:rD^ •:r^ 
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TLC : Rf 0^3 (;j7Dn7^;i/A : ;i/= 9 : 1) o 

^^J6 (10 8) 

5 3- (2- ( (3-^5=-;V- 1- (3, 4, 5 - hU^ h=^S/7i^;i/) zf 




TLC : Rf 0.53 (^'Dn/J%;i/A : 9 : 1) o 

10 mmme no 9) 

3- (2- ( (3-^5^;V-l- i2-^UU-3 , h^Syy^^— 
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TLC : Rf 0.53 (i^DD3it;i/A : ;V=9 : 1) o 

mmm 6 ( 1 1 o ) 

3- (2- ( (3-^5=-;^-l- (4-'f V:^5^;i/7air:;i/) :/^Jl) iDJV 



TLC : Rf 0.53 il7UU:^)\/A : 9 : 1) o 

mmm\ 6 ( 1 1 1 ) 

10 3- (2- ( (3 1- (2-7;i/:4-n-5- b U7;i/3t-D^5^;v 




mmm\6 (i i 2) 

3_ (2- ( (3 1- (2-i^DD-6-7;i/:^-n7ai— 

312 
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TLC : Rf 0.53 (^DP7jv;i/A : ;i/=9 : 1) o 

5 mm\ 6 (113) 

3- (2- ( (3-^5^;v-l- (2-'^Uti-5-hVy)V:tt3^9-)iy 



10 TLC:Rf 0.53 (^Dn3jx;i/A : ;V=9 : 1) o 

^^J6 (114) 

3- (2- ( (3 1- (2-7;V:rn:7 3ir:;i/) 
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TLC : Rf 0.53 (^DO>J^;i/A : ^^y— ;i/=9 : 1) o 

mmme (i 15) 

5 2- (2- ( (3-^5=-;i/- 1 -7 31— A;W^^'<>>1/) -4 - (2 




TLC : R f 0.50 : /'^^ — ;V= 5 : 1 ) o 



10 ^^^J 6 (116) 

2 _ ( 2 - ( ( 3 1 -7 *;w^^-f - 4 - ( 2 
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T L C : R f 0.40 (8^^315^;!/ : ^ y-;V= 5 : 1 ) o 

mmme an) 

3- (2- ( (3-p«5=-;V- 1- i4-T'k^J]/T5.^y3L—)V) Z^^J]/) 



TLC : Rf 0.10 i^tiU7t^)\/A : ;>< ^5^^— ;i/= 9 : 1) o 

mmme a is) 

10 3- (2- ( (3-^5^;v-l- (3-:7;V:tD-4- h U7;v:*-.nj<5^;i/ 



TLC : Rf 0.53 i^Ul2:^;VA : jjt-^' ;i/= 9 : 1) o 

15 

^^J6 (119) 

3- (2- ( (3-p<5=-;V- 1- (4, 5-$?^ h:^5/-2-7;i/:^D7a^ 





COOH 
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m 




T L C : R f 0.53 {i7Ut^^^^/A : ^ ^ — ;V= 9 : 1 ) » 

^me (12 0) 

3- (2- ( i3-^^)]y-l - (2-7;V:rD-4-p« 



10 TL C : Rf 0.53 (i'PaT^JVA : pi^^'— ;i/=9 : 1) o 
6 (12 1) 

3_ (2- ( (3->><^;v-i- (3, 4-s^7;v:rD7 3i— ;v) 
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COOH 



TLC : Rf 0.53 (^7DD^;VA : p?;^'^— ;i/=9 : 1) o 

mmme (122) 

3- (2- ( i3-^^)]/-l- (4-^h:¥S/-l, 3-t^7t^V-'i>^ 



TLC : Rf 0.53 i^uti^J\/A : J—}V=Q : 1) o 
^^J6 (123) 

3- (2- ( (3-p<^;i/-l- (3-:ch:^i/7ir:;i/) ±1))/;^ 
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TLC : Rf 0.59 (^7PD7^;VA : p^^y— ;V= 1 0 : 1) o 
( 12 4) 

5 3_ (2- ( (3-^5^;V-l- (4- hU:7;i/:tDp«5^;i/5=-:?J-7x-;i/) 




T L C : R f 0.42 P P5j^;VA \ J — ;i/= 10: 1 ) o 
10 ^jat#l6 (12 5) 

3_ (2- ( (3 1- (2-2^7;v:^n^ h^i/7ai-;v) 
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T L C : R f 0.38 p D*:;i/A : ^ — ;i/= 10: 1 ) o 
^^J6 (12 6) 

3- (2- ( (3-^5^;V-l- (2, 3, 5, Q-^v^yMuy:c- 



TLC : Rf 0.53 (^?Dn4^;i'A : ^^y— ;b=9 : 1) o 
10 3- (2- ( i3-^^)V-l- (2 - hVyjV:^tij^^)]/yjL—jv) 



TLC : Rf 0.53 (^DDsfc;!/^ : ;i/=9 : 1) o 

15 liaS^iJ 6 (12 8) 

3- (2- ( (3-^5^;i/-l- (2, 5-i^7;i/:^D7 3in;i/) 

319 
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0° 



TLC : Rf 0.53 (^Dn*t;i/A : ><'^^—)V=9 : 1) o 

mmm6 (129) 

5 3-_ (2- ( (3-^^;i/-l- (2-:7;v;*-D-5-p? h=3f.^'7 3i^;i/) 



TLC : Rf 0.53 (^DD7}^;VA : ^^^'y— ;i/=9 : 1) o 
10 (13 0) 

3- (2- ( (3-pi^;i/-l- (3, 4-2^^^;V7ai-;v) 
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TLC : Rf 0.53 (^nP7jv;i/A : ^^J^y— ;i/=9 : 1) o 
^^16 (13 n 

3- (2- ( (3-p<5=-;i/-l- (2, 4-S^7;i/:i-n7i-;i/) 



TLC : Rf 0.53 (i7DD3^;PA : ;i/=9 : 1) o 

Hife^JS (13 2) 

3- (2- ( (3-y5^;i/-l- (2, 3, 6 - h U:7;i/3hn7 3iri;i/) 



TLC : Rf 0.53 (^7DD7^;i/A : ;p=9 : 1) o 

^^J6 (13 3) 

3- (2- ( (3-p<5^;i/- 1- (4-t57Dn-2-7;i/sj-D7ai— ;i/) :r 
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TLC : Rf 0.53 {^aUTtsjVA : ;i/=9 : 1) o 

mmme (i3 4) 

5 3- (2- ( (3-p?^;i/-l- (2, 4, 5- h y r 




TLC : Rf 0.53 (^DDJi^;i/A : ^^y— ;i/=9 : 1) « 

10 mmm 6 ( i 3 5 ) 

3- (2- ( (3-^5^;v-i- (2, 3-s^7;i/:^D7 3i^;i/) y^^jv) 
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TLC : Rf 0.53 (^'PDTt^^l/A : ;i/=9 : 1) » 

mmme use) 

3- (2- ( (3 1- (2-^OD-4-:7;i/:tD73i-;i/) 



TLC : Rf 0.53 (^XJun^jVA : ^■$^y^j]/=9 : 1) » 

mmme (137^ 

3- (2- ( (3-p<5^;i/- 1- (2, 4, 6 - h U 7;i/:^D 7 31 



T L C : R f 0.53 D P3r:;i/A : p( ^ y — ;v= 9 : 1) o 

^^J6 (13 8^ 

3- (2- ( (2, 3-^;^ h^^7ai-;i/) >^5^;i/) 
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TLC : Rf 0.53 (i^PDjrc;i/A : p?^^— ;i/=9 : 1) o 

mmme (139) 

3- (2- ( (3-p<5^;i/-i- (4-i^Ji5^;i/7*^y:7 3i-;i/) •:r^)\^) 




T L C : R f 0.53 D D3^;i/A : ^ ^ y — ;i/= 9 : 1 ) o 
^^J6 (14 0) 

3- (2- ( (3-^5^;i/-l- (2, 3, 4, 5, 6 -^>i5^7;i/:^-D7 
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TLC : Rf 0.53 (^UU^JVA : ^^y— ;i/=9 : 1) „ 
6 (14 1^ 

(2E) -3- (2- ( (3-ji^jv-i--7a^-jv:r^ju) :h)W^^^j],) 




TLC : Rf 0.55 (^DD7t>;i/A : ^^y'— ;i/= 1 0 : 1) » 
^^J6 (14 2^ 

3- (2- ( (3-^^)],- I - (4-^S/';U7 3;~;i/) -x^jv) 
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TLC : Rf 0.53 (^J7DD3^;1/A : pi^y— ;i'=9 : 1) » 

mmm e ( 1 4 3 ) 

3- (2 - ( (3-^5^;i'-l- (3-7;i/;^D-2-^5^;V7ai-;i/) 




T L C : R f 0.53 D D : ;»« y — ;i/= 9 : 1 ) o 

mmm e ( 1 4 4 ) 

10 3- (2- ( (S-pi^^A-l- (2, 3, 4- h U7;i/:^-D7 3i-;i/) :7 



T L C : R f 0.53 (^^ D D7|x;i/A : p{ y — ;i/= 9 ; 1 ) „ 

15 mmm 6 a 4 5) 

3- (2 - ( (3-^f^;i/-l- (4- (If P 1 — r;v) 
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TLC : Rf 0.53 (i7DD7|T;i/A : ;i/=9 : 1) , 

mmm 6 a 4 6) 

3- (2- ( (3-^5^;i/-i- (4-P^^j\/T^y7 3^-;]y) y^^jv) 



TLC : Rf 0.53 (i7DDJtT;i/A : ;i/=9 : 1) o 

mmme a 4 7) 

3- (2- ( i3-^^j]/-l- (4-t>:<^)Vy^^-2-?^h^iy7j:. 
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TLC : Rf 0.53 (^UU^JVA : ^^y--;i/=9 ; 1) „ 

3- (2- ( (3-^5^;i/-i- (2, 4—:^^h^->y:iL-jv) 




TLC : Rf 0.53 (i7nD:!j^;i.A : ^tJ^y— ;i/=9 : 1) « 
^g>J6 (14 9) 

3- (2- ( (3-p?5^;i/- 1- (4-:rh:^i/'7a:-;i/) pjj^W^ 
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TLC : Rf 0.53 (^uuTf^jl/A : pt^J^^'— ;i/= 9 : 1) o. 
mmi 6 (15 0) 

3- (2- ( (3-pt5^;i/-l- (4-a^).d|^c^_3_^ h^->yj^-)V) 
y^ji) :^jw^^-(ji) - 4-y a^y^->^$^;i-7 31-;]/) yn;^>m. 



TLC : Rf 0.53 (^7DD:*c;bA : pi^J^y— ;i/=9 : 1) „ 

mmme (i 5 i) 

3- (2- ( (3 1 - (4-^^jyti}^ji:t^iyy:n—;i) 



TLC : Rf 0.53 (^DD3j%;i/A : p^iS^^— ;i/=9 : 1) » 

3- (2- ( (3-p{5^;i/- 1- (3, 4 -S^ai ai::i;i/) y'^jv) 

329 
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TLC : Rf 0.53 (^^DD7i^;VA : pt^J^^— ;i/=9 : 1) „ 

mmm 6 (153) 

5 3- (2- ( (3-p<^;i/-i- (2, 3, y 




T L C : R f 0.53 (^^uun^)VA \ J — ;i/= 9 : 1 ) o 

10 ^M^J6 (15 4) 

3- (2- ( (3-^^;i/-l- (2, 4-i>^ hdpi/-3-p«5^;i/7icr: 
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TLC : Rf 0.53 (t57DD;^;i/A : ji^^—JU=9 : 1) „ 

mmme ass) 

3- (2- ( i3-^^;v-l - (5^;^7a:>'-2— f :^j;wt 



TLC ; Rf 0.53 (^uun^jVA :MfJ--}V=Q : 1) « 

mmm e ( i s s ) 

3- (2- ( (3-p<5=-;i/-l- (2, 4, h^i^7zc-;i/) :r 



TLC : Rf 0.53 (:j7DD7jt;i/A : p« t^^y— ;i/= 9 : 1) o 
6 (15 7') 

3- (2- ( (3-;^5^;i/-l- (3-^5=-;i'5=-:!i-7a:>-2-^;i/) 
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I 



TLC : Rf 0.53 (^DD3j^;i/A : ^^>'-;i/=9 : 1) o > 

mmme (is 8) 

5 3- (2- ( (3-;>«^;V- 1- (2, 3 -S^^5^;V- 4 h=^^73i- 




TLC : Rf 0.53 {^UU^^;]/A : ^ — ;i/= 9 : 1) o 

10 ^^16 (15 9) 

3- (2- ( (3-^5=-;V-l- (2, 5-$^^^;V-4->f 
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T L C : R f 0.53 {^^ tian^)]yA '. J — ;i/= 9 : 1 ) o 
•^m^ (16 0) 

3- (2- ( (3-^5=-;!/- 1- (4-^ h:3[^^-3-^5=-;v:7x-;i/) ^ 



TLC : Rf 0.53 (i7DD;iv;i/A : ;i/=9 : 1) o 

(16 1) 

3- (2- ( (3-7^5^;!/- 1- (5-p(5^;i/7^>-2-^;i/) 



TLC : Rf 0.53 (^nP3}x;VA : ;v=9 : l) „ 

^#J6 (16 2) 

3- (2- ( (3-^5^;i/-l- (2, 4-i;3ih^r2^-3-^5=-;i'7ai- 
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T L C : R f 0.53 nD^;i/A : ^ ^y—)]/= 9 : 1 ) o 

mmm e a 6 3) 
5 3- (2- ( i3-^^)]/-i- (i-p<^;n;^D-;i/-2— r;i/) 




TLC : Rf 0.53 (^nD7i>;i/A : ^3^^— ;j/=9 : 1) o 

10 ^^J6 (16 4) 

3- (2- ( (3-;^5^;i/- 1- {A-3^^))y^>^y3L=.)]y) ::^5^;v) 
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TLC : Rf 0.53 (^DDjrc;i/A : ^^y'— ;i/=9 : 1) o 

3- (2- ( (3-^5=-;i/- 1- (3- h U7;1/3^D^5=-;^^;^7:n^;^) 




TLC : Rf 0.53 (^DD;}^;^A : pt^y— ;V=9 : 1) o 

mmm s ( i s s ) 

3- (2- ( (3-^^;i/-l- (4-p{5=-;i'5^:^7:iin;i/) 7'^;^) ;l7;i/ 




TLC : Rf 0.53 (^DD7jx;WA : ;i/=9 : 1) o 

m&m 6 (16 7) 

3- (2- ( (3-^5^;i/-i- (4-:S^:py 7 31— :;^5=-;v) *;w^'^ 
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TLC : Rf 0.40 {^Utf^JVA : ^^J—))/! 0 : 1) o 

mmme (i6 8) 

5 3- (2- ( (3-p«5^;i/- 1- (5^:4- 7 31 y- 3— r;^) :&;wt 



TLC : Rf 0.53 (;J7dd4>;1/A : ^^J'y— ;i/=9 : 1) o 

10 1^^J6 (16 9) 

3- (2- ( (3-^5=-;i/- 1- (2, 5-S^p?5^;i/7air:;i/) 
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TLC : Rf 0.53 i^Uun-^)]/A : j^^y^—J]/=9 : 1) o 

3- (2- ( (3-^^;i/-l- (3, 4-i^p< h^>>7air^;i/) -^^^v) 



TLC : Rf 0^3 (^np7f;;i/A : ;i'=9 : i) „ 

^^J6 (17 1) 

3- (2- ( (3-^^;U-l- (1, 3-i?:td|p-y-^>^>_4_^;i,) 



T L C : R f 0.53 D n3^;i'A : ^ ^ ;i/= 9 : i ) „ 
6 (17 2) 

3- (2- (N-^>S^;i/-N-p<5=-;i/:j!7;Wt^-r;i/) -4-7a;y 
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TLC : Rf 0.45 (^J7dd7^;1/A : ^^y— ;i/= 1 0 : 1) o 

mmm 6 ( i 7 3 ) 

3- (2- (N-^>i^;i/-N-rntf;i/:&;w^^-r;W -4-7aiy#i' 




TLC : Rf 0.50 (^Uun-^J]/A : ;i/= 10: 1) » 

(174) 

3- (2- ( i3-;i^?]/-l-y3LZ=.jv:f^j)/) -4-^^ 




TLC : Rf 0.41 (i^nD7^;i/A : ^^y— ;i/= 19:1) ; 

N M R (300 MHz, CDCI3) : ^ 7.42-7.19 (m, 13H), 6.36 (d, J = 8.7 Hz, IH), 5.24 
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(m, IH), 4^7 (s, 2H), 4.52 (s, 2H), 3.04-2.96 (m, 2H), 2.75-2.66 (m, 231), 1.86-1.52 
(m, 3H), 0.99 (d, J = 6.5 Hz. 3H), 0.98 (d, J = 6.5 Hz, 3H)o 

3- (2- ( (3-^9-J\y- 1- (3-:7;i/:^D-5- h U7;i/:^Dp<^;i/ 
71 >^ 



TLC : Rf 0.53 (i^DD;it;i/A : p^^y'— ;i'=9 : 1) » 
^^J6 (17 6) 

3- (2- ( (3-^^;i/-l- (4-7;i/^D-2- h U:7;i/:^-D^^;i/ 
71 >^ 



CJ 




^F 




TLC : Rf 0.53 (tJ7 p D7lt;i/A : .?<^y--;i/=9 : 1) 
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^^J6 (17 7) 

3- (2- ( (3-^^;i/-l- (2, 4-s^^^;i/7air^;i/) iti 




5 TLC : Rf 0.53 (^un-^^j]/A : ;i/=9 : 1) o 

mmme (i 7 8) 

3- (2- ( (3-p«^;v-l- (2, 4— ^hU:7;i/::rD^5^;i/:7i-;i/) 




TLC : Rf 0.53 (i7DD7^;VA : p?:^^'— ;i/= 9 : 1) o 
(17 9) 

3- (2- ( (3-p«5^;v-i- (2-p«5^;i/7 3in;i/) >t7;w^^ 

15 >r;i/) -4-7 3iy':ifSx^5^;V7a:ri;i/) rD/N->^ 
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TLC : Rf 0.53 (^^nn3jt;i/A : ^^y— ;i/=9 : 1) o 

mmm 6 ( i 8 o ^ 

3- (2- ( (3-^^J]y-l- (2, 3-i^^^J],-paL-;v) y^Jl) i!j 




TLC : Rf 0.53 (^DD5rt;i^A : : 1) „ 

HiBgO 6 (18 1) 

3- (2- ( (3-p{5=-;i/- :i7;w^^>f -4 - (7 
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TLC : Rf 0.29 (i^XiU-^)VA : ^^y— ;!<'= 10: 1) o 
^^J6 (182) 

3 - (2- ( (3-^5=-;i/- l-7i^;i':^^;V') tDW^^-fji) -4 - (tf 



TLC : Rf 0.36 (^DD3i%;i/A : p?^^— ;i/=9 : 1) o 

mmme ( i 8 3) 

10 3- (2- ( (3 1 -:7 3i— :&;w^^-r;^) -4 - (2 



TLC : Rf 0.49 (^7Un:^}]/A : ^^y— ;i/= 19:1) ; 
NMR (300 MHz, CDCI3) : 6 7.40-7.23 (m, 7H), 7.22-7.15 (m, 3H), 7.13-7.07 (m, 
15 2H), 6.88 (s, IH), 6.05 (d, J = 8.7 Hz, IH), 5.20 (m, IH), 3.01-2.92 (m, 2HX 2.88 (s, 
4H), 2.74-2.66 (m, 2H), 1.82-1.59 (m, 3H), 0.99 (d, J = 6.6 Hz, 3H), 0.98 (d, J = 6.6 
Hz,3H)o 
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mmm6 (i s 4) 

3- (2- ( (3-;'t^;i/- itjjW'^^-O)/) -4-i 




T L C : R f 0.45 ; 

NMR (300 MHz, DMSO-d«) : 6 12.06 (s, IH), 8.78 (d, J = 8.4 Hz, IH), 7.38-7.18 
(m, 8H), 5.09-5.01 (m, IH), 4.45 (s, 2H), 3.28 (d, J = 6.6 Hz, 2H), 2.85-2.79 (m, 2H), 
2.46-2.41 (m, 2H), 1.80-1.58 (m. 2H), 1.48-139 (m, IH), 1.80-0.98 (m, IH), 0.94- 
0.89 (m, 6H), 0.49-0.43 (m, 2H), 0.19-0.14 (m, 2H)o 

3- (2- ( (3, 5-5^^5^;i/7ai^;v) ::f5^;i,) 

;w^-=E'f;i/) -4- (3-^'Ty7iy^ri^^5=-;i/) 7a.-;i/) rD>'i>^ 




T L C : R f 0.58 (^XJU^JVA : ^ ^ ^— ;i/= 10:1) ; 
NMR (300MHz,CDCl3) ' <S 7.48-7.06 (m, 7H), 6.95 (s, 2H), 6.90 (s, IH), 6.42 
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(m, IH), 5.16 (m, IH), 5.00 (s, 2H), 3.10-2.92 (m, 2H), 2.78-2.62 (m, 2H), 2.29 (s, 
6H), 1.86-1.48 (m, 3H), 0.97 (d, J = 6.3 Hz, 6H)o 

^^J6 (18 6) 

5 3- (2- ( (3-p<5^;i/- 1- (3, 5-i^pi5=-;V7air:;i/) *f 

^ ^ ^COOH 



TLC : Rf 0.62 (^J70D7^;VA : p^^S^y— ;V= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.46-7.39 (m, 2H), 7.31-7.22 (m, IH), 7.20-7.11 (m, 
10 2H), 6.95 (s, 2H), 6.93-6.82 (m, 3H), 6.26 (d, J = 8.4 Hz, IH), 5.17 (m, IH), 5.04 (s, 
2H), 3.14-2.99 (m, 2H), 2.78-2.67 (m, 2H), 2.31 (s, 6H), 2.27 (s, 3H), 1.85-1.52 (m. 
3H), 0.99 (d, J = 6.6 Hz, 3H), 0.98 (d, J = 6.6 Hz, 3H)o 

^#16 (187) 

15 3- (2- ( (3-pi^;V-l- (3, 5-S^;»«5^;i/7 3ir:;i/) :;^5^;V/) * 
;w^^>f;i/) -4 - (2-^oo-5-p{^;v7ai^^^'^^;i/) 7 3;;i;i/) 
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T L C : R f 0.49 □ P7t^;i/A : :^ ^ ^ — ;i/= 10:1) ; 
N M R (300 MHz, CDO,) : d 7.53 (d, J = 1.8 Hz, IH), 7.43 (dd, J = 7.5, 1.8 Hz, 
IH), 7.33-7.22 (m, 2H), 6.96 (s, 2H), 6.91 (s, IH), 6.79 (s, IH), 6.75 (m, IH), 630 (d, 
5 J = 8.4 Hz, IH), 5.17 (m, IH), 5.09 (s, 2H), 3.12-2.98 (m, 2H), 2.78-2.69 (m, 2H), 
2.31 (s, 9H), 1.86-135 (m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H)o 

6 (18 8) 

3- (2- ( (3-p<5^;i/- 1- (3, 5-i^^f^;i/7ai-;i/) y*'^^-;!/) * 
10 ;w^^-r;i/) -4- (h:us^>-3— f ;i/;^^^$^j>(^;i/) 7ai::^;i/) t^d^i 




TLC : Rf 0.37 (^J? n D;}^;i/A : pt^J'y— ;i/= 10:1) ; 
N M R (300 MHz, DMSO-dj) : 6 8.79 (d, J = 8.7 Hz, IH), 8.36 (d, J = 2.7 Hz, IH), 
15 8.19 (m. IH), 7.50-7.41 (m, 2H), 7.39-7.29 (m, 3H), 6.97 (s, 2H), 6.86 (s, IH), 5.19 
(s, 2H), 4.99 (m, IH), 2.92-2.80 (m, 2H), 2.55-2.42 (m, 2H), 2.26 (s, 6H), 1.82-1.55 
(m, 2H), 1.42 (m, IH). 0.93 (t, J = 7.3 Hz, 6H)o 
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mmme (i89) 

3- (2- ( (3-^5^;i/-l- (4-^h^->-l, 3-i^:^^1^-(>r 

^COOH 



TLC : Rf 0.53 (^DDs}^;i/A : ^t^^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDQs) : S 7.46-7.42 (m, 2H), 7.31-7.11 (m, 2H), 6.94-6.84 (m, 
2H), 6.55 (d, J = 9.9 Hz, 2H), 632 (d, J = 8.4 Hz, IH), 5.95 (s, 2H), 5.15 (m, IH), 
10 5.05 (s, 2H), 3.91 (s, 3H), 3.03 (t, J = 7.2 Hz, 2H), 2.75 (t, J = 7.2 Hz, 2H), 2.27 (s, 
3H), 1.85-1.50 (m, 3H), 0.98 (d, J = 6.0 H^ 6H)o 

^^J6 (19 0) 

3- (2- ( (3->t5^;i/- 1- (4-p< h:^S/- 1, 3-S^;4-:ap-t^>f>^ 

15 >-6->r;w) 5b;w^^>r;i/) -4- {^-i/y^y ^.^f^t/^^^ 
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COOH 



CN 



TLCiRf 0.48 ('i7UU7t^Ji'A : y^—;V=9 : 1) ; 
NMR (300 MHz, CDCQ : 6 7.46-7.12 (m, 7H), 6.56 (dd, J = 103, 1.5 Hz, 2H), 
6.46 (d, J = 8.4 Hz, IH). 5.94 (s, 2H), 5.13 (m, IH), 5.03 (s, 2H), 3.90 (s, 3H), 3.02 (t, 
5 J = 7.2 Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 1.85-1.55 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H)o 

^^J6 (1 9 n 

3- (2- ( (3-^5^;i/-l- (4--P? 3-i;;^#i^>r>iS^ 

>-6 — f)V) >^5=-;i/) :^;w^^^;i/) -4- (2 -^5^;l/7 3ly^i^^5=- 



TLC : Rf 0.50 ( D D A : ^3^^— ;i/=9 : 1) ; 
NMR (300 MHz, 0503) : 6 7.51 (s, IH), 7.44 (d, J= 7.8 Hz, IH), 730-7.23 (m. 
3H), 6.79 (s. IH), 6.75 (d, J = 8.4 Hz, IH) 6.55 (d, J = 7.2 Hz, 2H). 6.36 (d, J = 8.7 
15 Hz, IH), 5.95 (s, 2H), 5.13 (m, IH), 5.09 (s, 2H), 3.91 (s. 3H), 3.04 (t, J = 7.2 Hz, 
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2H), 2.74 (t, J = 7.2 Hz, 2H), 2.27 (s. 3H), 1.82-1.50 (m, 3H), 0.98 (d, J = 6.3 Hz, 
6H)o 

6 (19 2) 

3- (2- ( (3-p«5^;i/- 1- (3, 5-s^i^D0 7ai-;i/) * 



TLC : Rf 0.50 (^uu:^;\/A : ^i^'y— ;i/=9 : 1) ; 

NMR (300 MHz, CDCla) : 6 7.48-7.42 (m, 2H), 7.35-7.24 (m, 6H), 7.02-6.94 (m, 

3H), 6.58 (d, J = 8.4 Hz, IH), 5.20-5.10 (m, IH), 5.05 (s, 2H), 3.05-2.97 (m, 2H), 

2.85-2.70 (m. 2H), 1.80-1.40 (m, 3H), 0.99 (d, J = 5.7 Hz, 3H), 0.98 (d, J = 5.7 Hz, 

3H)o 

mmm e (193) 

3- (2- ( (3-^5^;V-l- (3-^'DD-5-7;i/::^-D7irz;V) >^ 
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TLC : Rf 0.50 (^UU:^;VA : ^^J—)V=Q : 1) ; 
NMR (300 MHz, CDCO ' ^ 7.50-7.40 (m. 2H), 7.35-7.15 (m, 6H), 7.05-6.94 (m, 
3H), 6.80-6.70 (m, IH), 6.00-5.85 (m, IH), 5.04 (s, 2H), 3.10-3.00 (m, 2H), 2.80- 
2.70 (m, 2H), 2.00-1.40 (m. 3H), 1.02 (d, J = 6.0 Hz, 3H). 1.01 (d, J = 6.0 Hz, 3H) o 

6 (19 4) 

3- (2- ( (3-;>?^;i/- 1- (4-7;i/:^-D-3-^5^;i/7a:::r;i/) 



TL C : Rf 0.23 C^^-y-v : if^3i^;i/= l : i) ; 

NMR (300 MHz, CDCU : 6 7.45-7.42 (m, 2H). 7.28 (m, IH^ 7.20-7.10 (m, 4H), 
6.97 (m. IH), 6.92-6.84 (m, 2H), 6.30 (brd, J = 8.7 Hz, IH), 5.17 (m, IH), 5.05 (s, 
2H), 3.08-2.95 (m, 2H), 2.75-2.71 (m, 2H), 2.27 (s, 6H), 1.82-1.55 (m, 3H), 0.99 (d, 
J = 6.3 Hz, 3H). 0.98 (d, J = 6.3 Hz. 3H)o 

(195) 

3- (2- ( (3-^5^;i/-l- (4-7;i/:^D-3-^5^;i/:7ai-;i/) ^ 
^;i/) *;wt^^';i/) -4- (2-fj7DD-5 d^2^^5^;i,) 
7 3i^;i/) yu?^>m. 
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COOH 



TL C : Rf 0.23 (-^^l)'^ : mmoo,^;V= 1:1) ; 
NMR (300 MHz, CDCI3) : 6 7.52 (brs, IH), 7.43 (m, IH), 7.30-7.24 (m, 2H), 
7.18-7.11 (m, 2H), 6.97 (m. IH), 6.79 (brs, IH), 6.75 (brd, J = 7.8 Hz, IH), 6.34 (brd, 
J = 8.1 Hz, IH), 5.16 (m, IH), 5.09 (s, 2H), 3.11-2.96 (m, 2H), 2.75-2.70 (m. 2H), 
2.32 (s, 3H), 2.27 (d, J = IJ Hz, 3H), 1.87-1.54 (m, 3H), 0.99 (d, J = 6,3 Hz, 3H), 
0.98(d,J = 6.3Hz,3H)o 

mmme (19 6) 

3- (2- ( (3-.??^;i/- 1- (3, 5-i?7;i/;rn7i— ;i/) :r5^;i/) 



TLC : Rf 0.53 (^5?DD7}^;i/A : ^i5^y-;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.48-7.40 (m, 2H), 735-7.24 (m, 3H), 7.02-6.94 (m, 
3H), 6.94-6.84 (m, 2H), 6.76-6.66 (m, IH), 6.54 (brd, J = 8.4 Hz, IH), 5.23-5.13 (m, 
IH), 5.04 (s, 2H), 3.02 (t, J = 7.2 Hz, 2H), 2.80-2.70 (m, 2H), 1.80-1.40 (m, 3H), 
0.99 (d, J = 6.0 Hz, 3H), 0.98 (d, J = 6.0 Hz, 3H)o 
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mmm6 (197) 

3- (2- ( (3-p{5=-;i/- 1- (3, h^r5^7air:;i/) y^j]/) 



T L C : R f 0.53 D npfc;i/A : p< y — ;i/= 9:1) ; 
NMR (300 MHz. CDCI3) : ^ 7.47-7.40 (m, 2H), 734-7.20 (m, 3H), 7.02-6.90 (m, 
3H), 6.51 (d, J = 2.1 Hz, 2H), 6.40-635 (m, 2H), 5.20-5.10 (m, IH), 5.03 (s, 2H), 
3.79 (s, 6H), 3.08-3.00 (m, 2H), 2.76 (t, J = 7.5 Hz, 2H), 1.80-1.50 (m, 3H), 0.99 (d, 
10 J=6.3Hz,6H)o 

mmme (i 9 

3- (2- ( (3-^5=-;i/-l-:7 3i-;i/:r^;i/) pb;wt^>r;i/) -4- (l 



TLC : Rf 0.53 (^DP4^;i/A : p^tJ^^— ;i/=9 : 1) ; 
NMR (300 MHz, CDd^) : 6 7.40-7.18 (m, lOH), 6.94-6.82 (m, 3H), 6.25 (d, J = 
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8.4 Hz, IH), 5.30 (q, J = 6.6 Hz, IH), 5.22 (m, IH), 2.96 (m, 2H), 2.70 (m, 2H), 
1.80-1.45 (m, 3H), 1.62 (m, 3H), 1.00-0.95 (m, 6H)o 

Mi^J 6 (19 9) 

5 3- (2- ( (2-^ h;3p^-2-7ai— ;i/a:5^;i/) :j!7;Wt^>f -4- 



TLC : Rf 0.39 (:J7DD7}x;i/A : p</5^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.46-7.27 (m, lOH), 7.02-6.95 (m, 3H), 6.51 (m, IH), 
10 5.03 (s, 2H), 4.41 (dd, J = 8.4, 3.9 Hz, IH), 3.87 (ddd, J = 13.5, 6.9, 3.9 Hz, IH), 
3.46 (ddd, J = 13.5, 8.4, 4.5 Hz, IH), 3.28 (s, 3H), 3.07 (t, J = 7.5 Hz, 2H), 2.76 (t, J 
= 7.5Hz,2H)o 

mm 6 (2 0 0) 

15 3- (2- ( (2-7jc-;i/:rptf;v) *;wt^-r;i/) -4-7a:>'^$^p< 





T L C : R f 0.34 (^ n D>J^;VA i^^^ — ;P= 9:1); 
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NM R (300 MHz, CDCQ : 6" 7.40-7.20 (m, lOH), 7.02-6.91 (m, 3H), 6.03 (dd, J 
= 6.0, 5.7 Hz, IH), 4.96 (s, 2H), 3.80 (ddd, J = 133, 6.0, 6.0 Hz, IH), 3.48 (ddd, J = 
13.5, 9.3, 5.7 Hz, IH), 3.10 (m, IH), 2.95 (t, J = 7.5 Hz, 2H), 2.71 (t, J = 7.5 Hz, 2H), 
1.34(d,J = 6.9Hz,3H)o 

^^J6 (2 0 1) 

3- (2- ( (3-^5^;i/- 1 -:7ain;i/:r^;V) *;wt^-f;v) -4 - (2 



TLC : Rf 0.38 (;^7^DJ^^;l/A : p<i5^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : (S 7.38-7.18 (m, lOH), 6.98-6.84 (m, 3H), 630 (d, J = 
8.1 Hz, IH), 5.23 (dt, J = 8.1, 6.3 Hz, IH), 4.16 (t, J = 6.9 Hz, 2H), 3.07 (t, J = 6.9 
Hz, 2H), 2.99 (dt, J = 3.3, 6.9 Hz, 2H), 2.72 (t, J = 6.9 Hz, 2H), 1.82-1.50 (m. 3H), 
0.98 (d, J = 6.6 Hz, 6H)o 

mmme (202) 

3- (2- (3-7 3in;i/^;i/:^Ti; >-4 — r ;i/5!7;i/J}?— ;i/) -4-731^ 
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TLC : Rf 0.31 i^uU^JVA :^^y—j\yz= 1 0 : 1) o 
3- (2- (4-7aiy^r^lf^Ui^>-l— r;i/:«7;p>Jf^;P) 




COOH 



TLC : Rf 0.38 : ;A^J—JV= 1 0 : 1) „ 

^^J6 (204) 

3- (2- ( i2-^h^i^-l- (3, 5-i^^^;i/7 3.n;i,) au^ji,) 
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TLC : Rf 0.39 {^^V> :mm:c^)V^ 1 : 1) „ 

mmm 6 (205) 

3- (2- ( (4-;>i5^;i/-2-7airi;i/^>^;i/) itjjW'i^-f ;)/) -4- 
7 3:>'^i/p<5=-;i/7ai-;i/) yu/^>m 



TLC :Rf 0.44 (^DD3}^;i/A : ;i/= 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.40-7.15 (m, lOH), 7-10-6.90 (m, 3H), 5.92 (t, J = 
5.4 Hz, IH), 4.95 (s, 2H), 3.86 (ddd, J = 13.5, 5.4, 5.4 Hz, IH), 3.40 (ddd, J = 13.5, 
9.9, 5.4 Hz, IH), 3.01 (m, IH), 2.94 (t, J = 7.2 Hz, 2H), 2.71 (t, J = 7.2 Hz, 2H), 
1.65-1.40 (m, 3H), 0.89 (d, J = 6.6 Hz, 3H), 0.87 (d, J = 6.6 Hz, 3H)o 

mmme (206) 
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COOH 



cr 



T L C : R f 0.42 {^uUTj^JVA : — ;i/= 9:1) ; 

NMR (300 MHz, DMSO-dfi) : 6 9.39 (d, J = 8.7 Hz, IH), 7.43-7.20 (m, 15H), 
7.03-6.90 (m, 3H), 636 (d, J = 8.7 Hz, IH), 5.07 (s, 2H), 2.85 (t, J = 7.8 Hz, 2H), 
5 2.44(m,2H)o 

mmme (207) 

3- (2- ( (2-^'^5'Drnbf;i/- 1- (3, 5-i^p(5^;i/7jc-;i/) 

10 :7*D7^>^ 



TLC : Rf 0.49 (^DD7t%;i/A : .y^t^y'— ;i/= 9 : 1) ; 
NMR (300 MHz, CDCa,) : 6 7.57 (s, IH), 7.44 (d, J = 8.1 Hz, IH), 7.32-7.24 (m, 
2H), 6.96 (s, 2H), 6.91 (s, IH), 6.79 (s, IH), 6.74 (d, J .= 8.1 Hz, IH), 6.45 (d, J = 8.1 
15 Hz, IH), 5.18 (m, IH), 5.10 (s, 2H), 3.07 (m, 2H), 2.76 (t, J = 7.2 Hz, 2H), 2.31 (s, 
9H), 1.76 (m, 2H), 0.69 (m, IH), 035-0.40 (m, 2H), 0.22-0.06 (m, 2H) o 
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^^J6 (2 0 8) 

3- (2- ( (1- (3, 5 au^)]/) itjjw^^^j]/) 

^COOH 



5 




TLC : Rf 0.46 (^nD;}%;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, CDC^) : 6 7.53 (s, IH), 7.44 (d, J = 7.8 Hz, IH), 7.30-7.23 (m, 
2H), 6.99 (s. 2H), 6.92 (s, IHX 6.78 (s, IH), 6.74 (d, J = 7.8 Hz, IH), 6.36 (d, J = 7.5 
Hz, IH), 5.23 (dq, J = 7.5, 6.9 Hz, IH), 5.08 (s, 2H), 3.08 (t, J = 7.5 Hz, 2H), 2.77 (t, 
10 J = 7.5 Hz, 2H), 2.32 (s, 6H), 2.31 (s, 3H), 1.57 (d, J = 6.9 Hz, 3H)o 

^^J6 (20 9) 

3- (2- ( (3-^5^;v- 1 *;w^^>f;i/) -4-:7 



IS 




TL C : Rf 0.28 : mm^^J\/= 1 : 1> 0^%Wm) J 

NMR (300 MHz; COaj) : S 7.46 (s, IH), 738-7.22 (m, 7H), 7.02-6.94 (m, 3H), 
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6.78 (s, IH), 6.19 (d, J = 8.4 Hz, IH), 5.19 (m, IH), 5.06 (s, 2H), 3.87 (s, 3H), 3.06 
(m, 2H), 2.76 (t, J = 7.5 Hz, 2H), 1.82-1.50 (m, 3H), 0.972 (d, J = 6.6 Hz, 3H), 0.969 
(d,J = 6.6Hz;3H)o 



5 HM-gyS (2 1 0) 

3- (2- ( ( 1 -p<5=-;i'-2-7 3i-;i/x.^;i/) >b;W^^>f;i/) -4-7 




TLC : Rf 0.34 i^unn-^jVA : ;i/= 10:1) ; 

10 N M R (300 MHz, CDCI3) : 6 7.43-7.16 (m, lOH), 7.03-6.92 (m, 3H), 5.99 (d, J = 
8.1 Hz, IH), 4.98 (s, 2H), 4.49 (m, IH), 3.00-2.90 (m, 2H), 2.87 (d, J = 6.6 Hz, 2H), 
2.80-2.65 (m, 2H), 1.26 (d, J = 6,6 Hz, 3H) o 

(2 1 n 

15 3 - ( 2 - ( ( 3 5=-;v- 1-7 31 -;i/:r5^;t/) A^w-^^-f jv) -4 - 
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TLC : Rf 0.48 (^PD3}k;I/A : ji-^J—jly^ 1 0 : 1) o 
I^^J6 (2 12) 

3 - ( 2 - ( ( 3 1-y :j^-j]/y^)],) >b;l/>'^'^'f - 4 - ( 1 , 



T L C : R f 0.46 (^^ DD!f»;i/A : ^J^)]/=^ 1 0 : 1 ) o 

mmm 6 (213) 

3- (2- ( (3-^5^;i/- 1 :ib;wt^-i';i/) -4- (-f 
>K— — r;v;^5^;i/) rn/iv^ 

* 

XOOH 



TLC : Rf 0.48 (^7DD7}^;|/A : ;U= 1 0 : 1) o 

Hjfe^J 6 (214) 

3- (2- ( (4-^5=-;i/- l-7 3in;i/^>:5^>'-2-'f;v) 3b;w?^'f 
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TLC : Rf 0.50 (^vn7h))/A : ^^^y 10:1) ; 
N MR (300 MHz, CDCI3) : 6 7.43-7.16 (m, lOH), 7.04-6.93 (m, 3H), 5,76 (d, J = 
9.0 Hz, IH), 4.99 (s, 2HX 4.53 (m, IH), 3.02-2.66 (m, 6K), 1.72 (m, IH), 1.52-135 
5 (m, 2H), 0.97 (d, J = 6.0 Hz, 3H), 0.95 (d, J = 6.0 Hz, 3H) » 

g|jf6l^J 6 (215) 

3- (2- ( (3 -p<5^;i/- 1 -7ai^;i/::r^;^) *;i/y^^>r;i') -4-y 



10 




TLC : Rf 0.23 (^^Jpf-V : S^^ai^;i/= 2 : 1^ 0.5%Sj5^) ; 
NMR (300 MHz, CDCI3) : 6 7.40 (s, IH), 7.36-7.25 (m, 7H), 7.12 (s, IH), 
7.03-6.95 (m, 3H), 631 (d, J = 8.1 Hz, IH), 5.21 (m, IH), 4.99 (s, 2H), 3.01 (m, 2H), 
2.74 (t, J = 7.5 Hz, 2H), 235 (s, 3H), 1.85-135 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H)o 

15 

mmm s c 2 i s ) 

3- (2- ( (::^7^^>-2— r^Vpi^;!/) :t;;WN'^-r ;i/) -4- (t!^ 
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COOH 



ZjCO 



TLC : Rf 0.37 (^nn3^;i/A : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-d«) : 6 12.14 (bis, IH), 9.01 (t, J = 5.7 Hz, IH), 
5 7.95-7.77 (m, 5H), 7.57-7.44 (m, 4H), 7.33-7.26 (m, 2H), 7.20 (d, J = 8.1 Hz, IH), 
6.28 (m, IH), 534 (s, 2H), 4.60 (d, J = 5.7 Hz, 2H), 2,92 (t, J = 7.8 Hz, 2H), 2.57- 
2.48 (m, 2H)o 

^^J6 (2 17) 

10 3- (2- ( (3-^^)]/-i-y3^—j]/':f^j]/) y^;i/7T^-r;i/) -4- 

^COOH 



TLC : Rf 0,46 (^DD:t;;VA : ;V=5 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.77 (s, IH), 7.43 (d, J = 8.1 Hz, IH), 7.38-7.25 (m, 
15 2H), 7.20-6.90 (m, 9H), 6.10-5.95 (m, IH), 4.94 (s, 2H), 4.32 (q, J = 7.5 Hz, IH), 
3.25-3.00 (m, 2H), 2.72 (ddd, J = 16.2, 10.2, 5.7 Hz, IH), 2.51 (ddd, J = 16.2, 10.5, 
5.7 Hz, IH), 1.80-1.40 (m. 3H), 0.88 (d, J = 6.6 Hz, 3H), 0.85 (d, J = 6.6 Hz, 3H)o 
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^^J6 (2 18) 

3- (2- ( (3-^5^;v-i- (3, 5-t^^^?vyj^-;v) y^;]/) itj 
-4- (tr^\/— 1— z73l=zjv) yu^'^>m 



TLC : Rf 0.54 (^DD7h;^A : y,i>j—jv= 1 0 : 1) o 

mmme (219) 

3- (2- ( (3-p(5^;i/- 1 - (3, h^ri^^o:— ;v) 



TLC : Rf 0.51 (^7DD7f:;i/A : pt^y'— ;i/= 1 0 : 1) o 

mmm s (220) 

3- (2- ( i3-yi^)V- itjjw^^^jv) -3-^ 
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TL C : Rf 0.38 (^n^^-^-^ : mmai^)V= 1:1, 0^%mm) ; 
NMR (300MHz,CDa3) <S 7.40^7.25(m, 8H), 7.07 (d, J = 8.1 Hz, IH), 7.01- 
6.93 (m, 3H), 6.18 (d, J = 8.7 Hz, IH), 5.29 (m, IH), 4.96 (s, 2H). 2.90 (m. 2H), 2.62 
5 (m, 2H), 2.22 (bs, 3H), l.'90-1.55 (m. 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 
Hz,3H)o 

gyfe^J 6 (221) 

2- (2- i3~j<^jU- l-yoL-jvy^ji/) 1^)]/?%^^ )]/-A-y3^J 
10 ^r$^;'<^;i/^i^$?;i/:r^r5^) 



TLC : Rf 0.44 {^UX2^)VJ^ : ;i/=9 : 1) ; 

NMR (300MHz,CDa3) 7.57 (d, J = 1.5 Hz, IH), 7.49 (dd, J = 7.8, 1.5 Hz, 
IH), 7.39-7.24 (m, 8H), 7.03-6.92 (m, 3H), 6.65 (d, J = 8.4 Hz, IH), 5.24 (m, IH), 
15 5.08 (s, 2H), 4.67 (d, J = 11 Hz, IH), 4.56 (d, J = 11 Hz, 1 H), 3.99 (d, J = 17 Hz, IH), 
3.94 (d, J = 17 Hz, IH), 1.89-1.52 (m, 3H), 0.99 (d, J = 6.5 Hz, 3HX 0.98 (d, J = 6.5 
H^3H)o 
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mmme (222) 

3- (2- ( (3-bKD4r^>-3-p<^;i/-l-:7ai-;i/r5^;i/) ;b;wt 




TLC : Rf 0.42 (^uuTiK^VA : ^^y-.;i/= 1 0 : 1) o 
^^J6 (2 2 3) 

4- (3 1 -7a^^;i':7'^;i/:t?;w^^^;i.) -2 — ^>^/7^i 




TLC : Rf 0.29 (^DD7jx;|/A : y—JV :mm=9 0 : 1 0 : 1) ; 
N M R (300 MHz, DMSO-d^) : 6 8.94 (d, J = 8.7 Hz, IH), 7.90-7.82 (m, 2H), 7.79 
(d, J = 0.6 Hz, IH), 7.59 (t, J = 8.0 Hz, IH), 7.45-7.39 (m, 2H), 7.36-7.28 (m, 2H), 
7.22 (m, IH), 5.15 (m, IH), 1.87 (m, IH), 1.70-1.48 (m, 2H), 0.93 (d, J = 6.3 Hz, 
6H)o 
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^^J6 (2 24) 



TLC : Rf 0.53 (^□D7jx;i/A : ^^y— ;i/ : mm=9 0:10:1) ; 
N M R (300 MHz. DMSO-d.) : 6 8.74 (d, J = 8.1 Hz, IH), 7.91 (d, J = 8.1 Hz. IH). 
7.76-7.69 (m, 2H), 7.50-7.18 (m, 6H), 5.14 (m, IH), 1.88-1.71 (m. 2H), 1.52 (m. IH), 
0.95 (d, J = 6.2 Hz, 3H), 0.93 (d, J = 6.2 Hz, 3H)o 

6 (2 2 5) 

2- (7- (3-^5^;V-l-7 3i:r:;i/rf^;i,3{7;Wt^-<;i/) 

1— r;i/) 




COOH 




TLC : Rf 035 (i^^ai5^;i/) ; 
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N MR (300 MHz, DMSO-d,) : 6 12.56 (s, IH), 8.99 (d, J = 8.7 Hz, IH^ 7.65 (d, 
J = 7.8 Hz, IH), 7.41-7.31 (m, 5H), 7.25-7.20 (m, IH), 7.14 (d, J = 6.6 Hz, IH), 7.05 
(t, J = 7.8 Hz, IH), 6.52 (d, J = 3.0 Hz, IH), 5.17 (d, J = 18.3 Hz, IH), 5.12-5.06 (m, 
IH), 4.97 (d, J = 18.3 Hz, IH), 1.84-1.74 (m, IH), 1.68-1.55 (m, IH), 1.50-1.41 (m, 
IH), 0.95 (d, J = 63 Hz, 3H), 0.91 (d, J = 6.3 Hz, 3H)o 

mmme C2 2 6) 

2- (7- O-^^JV-l-yaL-jvy^ji^tiJW^^-fjV) 



T L C : R f 0.60 iWm^^^Jl^) ; 

NMR (300 MHz, CDCQ : 10.25 (bis, IH), 7.76 (d, J = 7.8 Hz, IH), 7.40-7.23 
(m, 7H), 7.11 (t, J = 7.8 Hz, IH), 6.98 (d, J = 6.9 Hz, IH). 5.31-5.23 (m, IH), 3.80 (s, 
2H), 1.89-1.58 (m, 3H), 1.01-0.97 (m, 6H)o 

mi^je (2 2 7^ 




COOH 
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TLC : Rf 0.33 (^DDJfv;i/A : ^^y— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-d«) : 6 931 (s, IH), 8.96 (d, J = 8.4 Hz, IH), 8.24-8.13 
(m, 2H), 8.08 (d, J = 8.7 Hz, IH), 7.97 (d, J = 8.7 Hz, IH), 7.66 (m, IH), 7.47-7.17 
5 (m, 5H), 5.14 (m, IH), 1.88 (m, IH), 1.67(m, IH), 1.54 (m, IH), 0.94 (d, J = 63 Hz, 
6H)o 

^^J6 (2 2 8) 

2- ( 1 3 - (3-p«^;i/-i-7a^— ;i/:^5^;i/5t7;w'?^>f;i/) 
10 -f > K 4 ->f ;u) m 




TLC : Rf 0.38 (n-^^D-> : S^^3:5^;i/= 1:1) ; 
NMR (300 MHz, DMSO-d^) : 6 12.24 (bis, IH), 8.56 (brd, J = 8.7 Hz, IH), 8.01 
(s, IH), 7.50-7.20 (m, UH), 7.09 (t, J = 7.5 Hz. IH), 6.92 (d, J = 7.5 Hz, IH), 5.47 (s, 
15 2H), 5.20-5.05 (m, IH), 4.24 (d, J = 15.3 Hz, IH), 4.01 (d, J = 15.3 Hz, IH), 1.90- 
1.45 (m, 3H), 0.95 (t, J = 6.0 Hz, 6H)o 
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mme (229) 

■i'>K-;i/-4 — (;]/) yunvm. 



T L C : R f 0.33 (n-^^-t?-> : B^^ai5^;v= 1:1) ; 
NMR (300 MHz, DMSO-dJ : 6 11.84 (brs, IH), 8.48 (brd, J = 8.4 Hz, IH), 7.87 
(s, IH), 7.50-7.20 (m, IIH), 7.04 (t, J = 7.2 Hz, IH), 6.89 (d, J = 7.2 Hz, IH), 5.45 (s, 
2H), 5.20-5.05 (m, IH), 3.40-3.10 (m, 2H), 2.38 (dt, J = 2.4, 7.8 Hz, 2H), 1.90-1.45 
(m, 3H), 0.95 (t, J = 6.3 Hz^ 6H)o 

Hiffi^je (2 3 0) 

3- (2- ( (3-^5^;i/- i-:7 3ir::;i/::/5=-;i/) :^7;w'?^-f ;i/) 




368 



wo 03/016254 



PCT/JP02/08120 




COOH 



TLC : Rf 0.27 (n-^^V-> : @P^3^5^;i/= 1:1); 
N M R (300 MHz, DMSO-d«) :6 8.82 (d, J = 8.7 Hz, IH), 7.41-7.16 (m, 8H), 5.07 
(m, IH), 4.40 (s, 2H), 3.30 (s, 3H), 2.92-2.75 (m, 2H), 2.55-2.40 (m, 2HX 1.85-1.40 
(m, 3H), 0.98-0.89 (m, 6H)o 

^^J6 (23 1) 

2- (7- (3 1 -7ir::;i/:7'5=-;i/;f3;wt^-<;i/) >r>l*U>- 

mm 



TLC : Rf 0.40 (WFM:r,^J]/) ; 

NM R (300 MHz, DMSO-d^) : 6 12.26 (s, IH), 8.73 (d, J = 7.8 Hz, IH), 7.36-7.28 
(m, 4H), 7.22-7.16 (m, IH), 7.06 (d, J = 7.2 Hz, IH), 6.93 (d, J = 7.2 Hz, IH), 6.57 (t, 
J = 7.5 Hz, IH), 5.04-4.96 (m, IH), 4.11 (d, J = 183 Hz, IH), 3.85 (d, J = 18.3 Hz, 
IH), 3.47 (t, J = 8.4 Hz, 2H), 2.96-2.90 (m, 2H), 1.80-1.34 (m, 3H), 0.92-0.88 (m, 
6H)o 
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mmme (232) 



T L C : R f 0.70 (B^Ji^;i/) ; 

NMR (300MHz,DMSO-d4) : ^ 12.09 (brs, IH), 8.73 (d, J = 9.0 Hz; IH), 
7.38-7.18 (m, 5H), 7.05 (d, J = 7.5 Hz, IH), 6.90 (d, J = 7.5 Hz, IH), 6.57 (t, J = 7.5 
Hz, IH), 5.04-4.95 (m, IH), 3.41-3.35 (m, 2H), 3.23 (t, J = 7.5 Hz, 2H), 2.90-2.84 (m, 
2H), 2.30-2.24 (m. 2H), 1.80-1.41 (m. 3HX 0.90 (d, J = 6.3 Hz, 6H)e. 

mmme (233) 

3- (2- ( (3-^5=-;i/-l-7ai-;i/:r5^;i/) >f7;wN*^-r;i/) -4-i>' 





COOH 
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TLC : Rf 0.42 (<^DP:tf;i/A : ;<^>f—)V=9 : 1) ; 
N M R (300 MHz, CDCI3) : ^ 7.65-7.58 (m, 2H), 7.41-7.25 (m, 6H), 6.50 (d, J = 
8.1 Hz, IH), 5.22 (m, IH), 3.09-2.97 (m, 2H), 2.77-2.65 (m, 2H), 1.87-1.52 (m. 3H), 
0.99 (d, J = 6.6 Hz, 6H)o 

ItSEgtJS (2 3 4) 



TLC : Rf 0.47 (^Dn2^;i/A : .??^x^— ;i/=9 : 1) ; 
N M R (300 MHzi DMSO-dj) : 6 8.81 (s, IH), 839-831 (m, 2H), 7.75 (dd, J = 8.9, 
1.5 Hz, IH), 739 (d, J = 8.9 Hz, IH), 7.43-7.16 (m, lOH), 5.51 (s, 2H). 5.13 (m, IH), 
1.79 (m, IH), 1.69-1.48 (m, 2H), 0.93 (d, J = 6.6 Hz, 6H) . 

mmme (235) 

3- (8- (3-^^;i/- i-:7 3i-;i/r^;i/jb;i/n^>f;i/) -1, 2, 3, 




COOH 



371 



wo 03/016254 



PCT/JP02/08120 




COOH 



TLC : Rf 0.56 (i^bp«5^l/> : ^^5'^— ;i/= 1 0 : 1) ; 
N M R (300 MHz, DMSO-d,) ; 6 8.75 (d, J = 8.1 Hz, IH), 7.40-7.27 (m, 4H), 7.23 
(m, IH), 7.03-6.94 (m, 2H), 6.69 (t, J = 7.5 Hz, IH), 4.98 (m, IH), 3.22-3.02 (m, 4H), 
5 2.67 (t, J = 6.0 Hz, 2H), 2.40-2.17 (m, 2H), 1.84-1.67 (m, 3H), 1.62-1.42 (m, 2H), 
0.91 (d. J = 63 Hz, 3H), 0.90 (d, J = 6.3 Hz, 3H)o 

mmm 6 (2 3 6) 

3- (2- ( (3-^^;i/- A;w^♦^-r;l/) -4-^ 
10 T'nyi^^ 

^COOH 




T L C : R f 0.55 (0^ac5=-;i/) « 



mmm 6 (237) 
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3- (2- ( (3-^^;v- l~y >J7;w\*^-r;i/) -4 - (N 

^COOH 



T L c : R f 0.55 mm^^^jv) o 
mmm 6 (2 3 8^ 

3- (2- ( (3-^5^;i/- 1 -:7ai^;i/r5=-;i/) >i7;w^^'f;i/) -4-^ 

^COOH 



T L C : R f 0.65 (B^Sgx.^;i/) « 
(2 3 9) 

3- (2- ( (3-^5^;v-i- (3-^5^;i/7ai^;v) ;b;wt^ 
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COOH 



NC 



TLC : Rf 0.47 (i^UU:^;]/A : pi^y'— ;i'=9 : 1) ; 
NMR (300 MHz, 01x33) : <y 7.43-7.06 (m, IIH), 6.40 (d, J = 8.7 Hz, IH), 5.21 
(dt, J = 8.7, 8.7 Hz, IH), 5.04 (s, 2H), 3.03 (m, 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.35 (s, 
3H), 1.85-1.58 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

mmme (240) 

3- (2- ( (3-^5^;i/-i- (3-^ h^-yy zr^-jv) >!j;wn* 



TLC : Rf 0.43 (^DDJj^;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, CDa,) : 6 7.42-7.15 (m, 8H), 6.95 (d, J = 7.8 Hz, IH), 6.91 (m, 
IH), 6.81 (dd, J = 8.4, 2.7 Hz, IH), 6.45 (d, J = 8.1 Hz, IH), 5.22 (dt, J = 8.1, 8.1 Hz, 
IH), 5.03 (s, 2H), 3.81 (s, 3H), 3.02 (t, J = 7.2 Hz, 2HX 2.74 (t, J = 7.2 Hz, 2H), 




COOH 



NC 
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1.83-1.58 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 
^^J6 (24 1) 

3- (2- ( (3-;>«^;V- itj)^^^^ )V) 




T L C : R f 0.50 (n-^:3pl?-> : i^^ai5^;i/= 1:1); 
NMR (300 MHz, DMSO-da) : <S 11.94 (s, IH), 8.56 (d, J = 8.7 Hz, IH), 7.35-7.18 
(m, 15H), 6.96 (d, J = 8.4 Hz, IH). 6.62 (dd, J = 8.4, 2.7 Hz, IH), 6.56 (d, J = 2.7 Hz, 
10 IH), 4.98-4.90 (m, IH), 4.72 (s, 4H), 2.72-2.58 (m, 2H). 2.34 (t, J = 7.8 Hz, 2H), 
1.73-1.50 (m, 2H), 1.40-1.31 (m, IHX 0.86-0.83 (m, 6H)o 

^^J6 (2 4 2) 

3- (2- ( (3-7^5^;!/- l-:7 ;i/:r5^;i/) :i7;WN'^'i';i/) -4-7 
15 31— ;i/;^;i/7j>^;i/;r=3p$/7jt~;v) rn>'\'>^ 
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TLC : Rf 0.31 in-^^D-> :mM:^^)^== 1 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.84-7.81 (m, 2H), 7.65 (m, IH), 7.55-7.49 (m, 2H), 
739-7.26 (m. 5H), 7.18 (d, J = 8.4 Hz, IH), 6.97 (dd, J = 8.4, 2.4 Hz, IH), 6.90 (d, J 
5 = 2.4 Hz, IH), 6.39 (d, J = 8.1 Hz, IH), 5.16 (m, IH), 2.98-2.93 (m, 2H), 2.68-2.62 
(m, 2H), 1.81-1.63 (m, 2H), 1.55 (m, IH), 0.98 (d, J = 6.6 Hz, 3H), 0.96 (d, J = 6.6 
Hz,3H)o 



mmm6 (243) 

10 3- (2- ( (3 l-7:ii^;i/:r5^;i/) *;w^•^>r;^) -4— Y 

^COOH 




TLC : Rf 0.28 (n-^^1)-> :W^3i^)l= 1 : 1) ; 

NMR (300 MHz, CDCI3) : (J 7.36-7.35 (m, 4H), 7.31-7.23 (m, 4H), 6.61 (brd, J 
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= 8.4Hz, IH), 5.21 (m, IH), 3.48 (quint, J = 6.9 Hz, IH), 3.01-2.95 (m, 2H). 2.71- 
2.66 (m, 2H), 1.85-1.66 (m, 2H), 1.58 (m, IH), 1.55 (d, J = 6.9 Hz, 6H), 0.9 9 (d, J = 
6.6 Hz, 3H), 0.97 (d, J = 6.6 Hz, 3H)o 

5 mmm6 (2 4 4) 

3- (l-^>^;V-3- (3-;>{5^>H/-l- (3, 5 

COOH / 



TLC : Rf 0.34 (i7nD5}^;i/A ': ^^5'^— ;V=9 : 1) ; 
10 NMR (300MHz,CDCl3) : d 7.43 (s, IH), 736-7.02 (m, 8H), 6.95 (s, 2H), 6.92 
(s, IH), 6.25 (d, J = 8.4 Hz^ IH), 531 (s, 2H), 5.17 (dt, J = 8.4, 8.4 Hz, IH), 3.33 (m, 
2H), 2.77 (t, J = 8.1 Hz, 2H), 231 (s, 6H), 1.80-1.50 (m, 3H), 0.99 (d, J = 6.3 Hz, 
3H), 0.98 (d, J = 6.3 Hz, 3H)o 

15 ^^J6 (2 4 5) 

3 - (1- i,^-%/y^^^^V)\/) -3- (3-^5=-;i/- 1- (3, 5-$^ 
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COOH 



TLC : Rf 0.34 (^DD:?!^;!/^ : ^^y— ;i/=9 : 1) ; 
NMR (300MHz,CDCl3) :6 7.60 (d, J = 8.1 Hz, IH), 7.48-6.90 (m, lOH). 6.28 
(d, J = 8.4 Hz, IH), 535 (s, 2H), 5.19 (dt, J = 8.4. 8.4 Hz, IH), 3.32 (m, 2H), 2.78 (t, 
5 J = 8.1 Hz, 2H), 2.32 (s, 6H), 1.93-1.60 (m, 3H), 1.00 (d, J = 6.3 Hz, 3H), 0.99 (d, J = 
6.3 Hz, 3H)o 

mmme (2 4 6) 

2- (8- (3-.??^;i/- 1- (3, 5-s^^^;v7:ii^;i/) :/^;i/*;w^ 
10 ^-r;W -1, 2, 3, KD^^' y>- 1— r;!/) s^m 



TLC : Rf 0.33 imt^^^> ^tS^^— ;V= 10:1) ; 

NMR (300 MHz, DMSO-dJ : 6 8.94 (m, IH), 7.14 (m, IH), 7.01 (m, IH), 6.97 

(s, 2H), 6.84 (s, IH), 6.72 (m, IH), 4.92 (m, IH), 3.67 (d, J = 17.4 Hz, IH), 3.57 (d, J 
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= 17.4 Hz, IH), 3.30-3.04 (m, 2H), 2.76-2.66 (m, 2H), 2.25 ( s, 6H), 1.96-1.68 (m, 
3H), 1.66-1.34 (m, 2H), 0.91 (d, J = 6.0 Hz, 3H), 0.90 (d, J = 6.0 Hz, 3H)o 

5 2- (7- ( (3-^5^;^-l- (3, 5-s^^5^;i/7i-;i/) :jt7 




TLC : Rf 0.60 (n-^=^1^-> :S^^a^g^;i/=2 : 1) ; 
NM R (300 MHz, DMSO-d„) : d 12.22 (brs, IH), 8.63 (d, J = 7.8 Hz, IH), 
10 7.07-6.82 (m, 5H), 6.57 (1, J « 7.5 Hz, IH), 4.97-4.89 (m. IH), 4.12 (d. J = 18.3 Hz, 
IH), 3.81 (d, J = 183 Hz, IH), 3.47 (t, J = 8.7 Hz, 2H), 2.96-2.90 (m, 2H), 2.24 (s, 
6H), 1.78-1.68 (m, IH), 1.62-1.54 (m, IH), 1.40-1.30 (m, IH), 0.91-0.87 (m, 6H) o 

^^J6 (24 8) 

15 3- (2- ( (3-p«5=-;u- 1-7 31— ;i/:r5^;i/) -4-^ 
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TLC : Rf 0.55 : p<3?y-;i/=9 : 1) ; 

NMR (300 MHz, CDdj) : 6 7.40-7.20 (m, lOH), 7.03 (d, J = 8.1 Hz, IH), 6.62 
(dd, J = 8.1, 2.4 Hz, IH), 6.54 (d, J = 2.4 Hz, IH), 6.22 (d, J = 8.7 Hz, IH), 5.18 (q, J 
5 =8.4Hz,lHX4.30(s,2H),2.86(t,J = 7.2 Hz, 2H), 2.66 (t, J = 7.2 Hz, 2H), 1.80- 
1.50 (m, 3H), 0.96 (d, J = 6.3 Hz, 6H)o 

mmm s (249^ 

3- (2- ( (3, 4-i?p< hd[^i^:7 3i-;i/) 

10 :i7;wt^-f;i/) -4- (3 -5^5^^ 7i>':3|ri/p?^;i/) yai-;v) yuj^> 




TLC : Rf 0.45 (igYb^^VV : ;V=9 : 1) ; 

NMR (300 MHz, CDCI3) : <y 7.44-7.34 (m, 3H), 7.32-7.24 (m, 2H), 7.20-7.14 (m, 
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2H), 6.94-6.88 (m, 2H), 6.84 (d, J = 8.7 Hz, IH), 6.42 (d, J = 8.4 Hz, IH), 5.20 (q, J 
= 7.2 Hz, IH), 5,02 (s, 2H), 3.88 (s, 3H), 3.86 (s, 3H), 3.01 (t, J = 8.1 Hz, 2H), 2.73 
(t, J = 8.1 Hz, 2H), 1.90-1.50 (m, 3H), 0.99 (d, J = 63 Hz, 6H)o 

mmme (2 so) 




TLC : Rf 0.44 (^nD7j5;VA : ^^y— ;i/=9 : 1) ; 
N M R (300 MHz, CDQ,) : 6 7.47 (d, J = 7.2 Hz, IH), 7.40-7.15 (m, 9H), 7.09 (t, 
J = 7.2 Hz, IHX 7.01 (d, J = 7.2 Hz, IH). 6.90-6.80 (m, 2H), 6.67 (s, IH), 5.17 (brd, 
J = 8.4 Hz, IH), 5.02-4.83 (m, 3H), 4.09 (s, 2H), 3.11 (dd, J = 8.7, 5.7 Hz, 2HX 2.59 
(dd, J = 8.7, 6.9 Hz, 2H), 1.35-1.15 (m, 2H), 1.15-0.97 (m, IH^ 0.77 (d, J = 6.6 Hz, 
3H), 0.72 (d, J = 6.6 Hz, 3H)o 

m\&m 6 (251) 

3- (2- ( (S-^^;!/-!- (3-^^;i/-4-7;V;*-D7 3in;i/) 
^;i/) :^7;w^^-f;i/) -4- (3-2/7y'7ai>':^$/^5^;i/) 7ai— ;u) y 
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COOH 



TLC : Rf 0.35 (^DD3n;VA : 10:1) ; 

NMR (300 MHz, CDCI3) : 8 7.42-7.35 (m, 3H), 7.31-7.25 (m, 2H), 7.21-7.11 (m, 
4H), 6.96 (dd, J = 8.7, 8.7 Hz, IH), 6.46 (d, J = 8.4 Hz, IH), 5.17 (m, IH), 5.03 (s, 
5 2H), 3.06-2.95 (m, 2H), 2.76-2.64 (m, 2H), 2.26 (d, J = 1.5 Hz, 3H), 1.81-1.53 (m, 
3H), 0.97 (d, J = 6.6 Hz, 6H)o 

mmm e (252) 

3- (2- ( (3-p<9^;i/- l-7ai^;i/:r5^;i/) :!tj;wt^-f ;v) -4 -pi 

^COOH 



TLC : Rf 0.52 (;5'DD3^;i/A : ;?«t$'>'—;i/=9 : 1) ; 

NMR (300 MHz, CDQa) : d 7.36-7.34 (m, 4H), 7.30-7.24 (m, 4H), 6.67 (brd, J 

= 8.1 Hz, IH), 5.21 (m, IH), 3.14 (s, 3H), 3.02-2.91 (m, 2H), 2.70-2.64 (m, 2H), 
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1.85-1.67 (m, 2H), 1^8 (m, IH), 0.97 (d, J = 6.0 Hz, 6H)o 

mmme (253) 

3- (2- ( (3-;>«^;i/- 1- (3, 5-i^p< r5=-;V) 
5 :^;wN*^-r;i/) -4- (3 -s^^y 7 3i7^$xp<5=-;v) r?^^— 7°d>'1> 



T L C : R f 0.43 (i? D D7i^;l/A : ^ ^ y — ;i/= 10:1) ; 
NMR (300 MHz, CDCQ : 6 7.44-7.14 (m, 7H), 6.52 (s, 2H), 6.48 (d, J = 8.4 Hz, 
10 IK), 6.37 (s, IH), 5.17 (m, IH), 5.03 (s, 2H), 3.79 (s, 6H), 3.03 (t, J = 7.2 Hz, 2H), 
2.75 (t, J = 7.2 Hz, 2H), 1.83-1.56 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

mmme (2 5 4) 

8- (3-^5=-;i/- 1- (3, 5-S?;>«9=-;V7 3in;i/) y^J],^;Wi^-f)V) 
15 -2-i-7^\y>itj)]/-^iym. 




COOH 



NC 
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TLC : Rf 0.67 i^V2t2:^-J]/A : 10:1) ; 

NMR (300 MHz, DMSO-d«) : 6 8.97 (d, J = 8.4 Hz, IH), 8.80 (s, IH), 8.12-7.95 
(m, 3H), 7.73-7.58 (m, 2H), 7.02 (s, 2H), 6.87 (s, IH), 5.12 (m, IH), 2.27 (s, 6H), 
1.84-1.65 (m, 2H), 1.54-1.39 (m, IH), 1.00 (d, J = 6.0 Hz, 3H), 0.93 (d, J = 6.0 Hz, 
5 3H)o 

^I»d6 (2 5 5) 

7- (3-pi5^;i/- 1- (3, 5 -s^p«5^;i/7ai-;i/) :r5^;i/:i/;wt^-r;i/) 
- 2 -^>^Jy^>tijv:^>m 

COOH 



10 




TLC : Rf 0.55 i^utin-^JVA : J—)}/ : 9 0:10:1) ; 

NMR (300 MHz, CDCI3) : S 8.29 (dd, J = 7.7, 1.3 Hz, IH), 7.93 (d, J = 7.8 Hz, 
IH), 7.85 (dd, J = 7.7, 1.3 Hz, IH), 7.74 (s, IH), 7.45 (t, J = 7.7 Hz, IH), 7.07 (s, 2H), 
6.89 (s, IH), 5.28 (m, IH), 232 (s, 6H), 2.00-1.66 ( m, 3H), 1.02 (d, J = 8.3 Hz, 3H), 
15 1.00(d, J = 8.3Hz,3H)o 

•mm 6 (2 5 6) 

3- (2- ( (3-p<5^;i/- 1 - (3, 5-$^^5^;i/7ai— ;i/) :^5^;i/) 
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COOH 




TLC : Rf 0.61 (i^'fbp?5^^> : -?t^y— ;V=9 : 1) ; 
NMR (300 MHz, CDd^) : 6 7.46-7.24 (m, 6H), 7.16-7.08 (m, IH), 6.98-6.80 (m, 
4H), 6.56-6.42 (m, IH), 5,17 (s, 2H), 5.13 (q, J = 7.2 Hz, IH), 3.00-2.85 (m, 2H), 
2.70-2.55 (m, 2H), 2.29 (s, 6H), 1.80-1.50 ( m, 3H), 0.96 (d, J = 5.4 Hz, 6H) o 

^^J6 (2 5 7) 

3- (2- ( (3-;^^;V-l- (3, 5 ^9^;!/) ij 



TLC : Rf 0.57 (^g<b^5^^> : ^^y— ;v=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.38-7.24 (m, 5H). 7.03 (d, J = 8.4 Hz, IH), 6.91 (s, 
3H). 6.62 (dd, J = 8.4, 2.4 Hz, IH), 6.55 (d, J = 2.4 Hz, IH). 6.15 (d. J = 8.4 Hz, IH), 
5.11 (q, J = 8.4 Hz, IH), 4.30 (s, 2H), 2.88 (t, J = 7.5 Hz, 2H), 2.67 (t, J = 7.5 Hz, 
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2H), 2.30 (s, 6H), 1.80-1.50 (m, 3H), 0.96 (d, J = 6.3 Hz, 6H)o 

mmm e (2 5 8) 

3- (2- ( (3-^5^;i/-l- (3, 5-i^p<5^;i/7ai-;i/) 

^COOH 



TLC : Rf 0.47 (ffl>fb^5^V> : ;i/=9 : 1) ; 

NMR (300 MHz, CDCQ : ^ 7.40-7.25 (m, 4H), 7.16 (d, J = 8.4 Hz, IH), 6.98 (s, 
2H), 6.92 (s, IH), 6.67 (dd, J = 8.4, 2.4 Hz, IH), 6.60 (d, J = 2.4 Hz, IH), 6.40 (d, J = 
10 8.4 Hz, IH), 5.19 (q, J = 8.4 Hz, IH), 4.62 (s, 4H), 2-92 (t, J = 7.2 Hz, 2H), 2.72 (t, 
J = 7.2Hz, 2H), 2.32 (s, 6H), 1.85-1.55 (m, 3H), 1.00 (d, J = 6.3 Hz, 6H)o 

HflS^Ue (2 5 9) 

3- (2- ( i3-ji^JV-l- (3, 5-S?p<5^;1/7jc-;1/) >^5^;1/) ;b 
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The :Rf 0A7 mih:^^\^> : j^-$^y—)]^=9 : 1) ; 
N MR (300 MHz; CDCI3) : 6 7.52 (s, IH), 7.42-7.32 (m, 3H), 7.28-7.10 (m, 4H), 
6.94 (s, 2H), 6.88 (s, IH), 6.48 (d, J = 8.7 Hz, IH), 5.13 (q, J = 8.7 Hz, IH), 3.00- 
5 2.90 (m, 2H), 2.70-2.60 (m, 2H), 2.28 (s, 6H), 1.80-1.50 (m, 3H), 0.95 (d, J = 6.3 Hz, 
6H)o 

mmme (2 6 o) 

2- (7- (3-^5=-;!/- 1- (3, 5->:^p<5^;i/7 3i-;i/) ::^^;i/:t>;wt 
10 ^-f;!/) '0\/7^>-2— r;i/) W^M 

J — COOH 




T L C : R f 0.48 (tJ' n D4^;i/A : ^ y — ;V= 9:1); 
NM R (300 MHz, CDCI3) : ^ 8.03 (dd, J = 7.7. 1.3 Hz, IH), 7.69 (d, J = 7.8 Hz, 
IH), 7.64 (dd, J = 7.7, 1.3 Hz, IH), 7.31 (t, J = 7.7 Hz, IH), 6.99 (s, 2H), 6.86 (s, IH), 
15 6.75 (s, IH), 5.23 (m, IH), 3.93 (s, 2H), 2.29 (s, 6H), 1.91-1.59 (m, 3H), 0.97 (d, J = 
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6a Hz, 3H), 0.95 (d, J = 6.2 Hz, 3H)o 

mme (2 6 i) 

3- (2- ( (3-p<5^;i/- 1- (3, 5-^:7;v;^D:7ai-;i/) 

-4- (3-i/7^7 3iy:^$^^5=-;i/) rny'iv 




TLC : Rf 0.51 (iSYb;><5^l/> : ;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.45-7.15 (m, 8H), 6.90 (t, J = 8.4 Hz, 2H), 6.65 (d, 
J = 8.4 Hz, IH), 5.72 (q, J = 8.4 Hz, IH), 5.05 (s, 2H), 3.04 (t, J = 7.2 Hz, 2H), 2.72 
(t, J = 7.2 Hz, 2H), 1.95-1.80 (m, IH), 1.80-1.65 (m, IH), 1.65-1.50 (m, IH), 1.00 
(d, J = 6.0 Hz, 3H), 0.98 (d, J = 6.0 Hz, 3H)o 

6 (2 6 2) 

3- (2- ( (3-^^)V-l - (3, 5->;^pi5^;i/:7ir:;i/) -^T^JV) 
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COOH 



TLC : Rf 0.46 (JgYbj^i^^V-y : ;p=9 : 1) ; 

NMR (300 MHz, CDQa) : 6 8.10-8.00 (m, IH), 7.85 (d, J = 8.0 Hz, 2H). 7.71 (s, 
IH), 7.60-7.42 (m, 4H), 7.24-7.18 (m, IH), 6.96 (s, 2H), 6.89 (s, IH), 6.70-6.62 (m, 
5 IH), 5.14 (q, J = 7.5 Hz, IH), 3.05-2.95 (m, 2H), 2.75-2.65 (m, 2H), 2.30 (s, 6H), 
1.85-1.55 (m, 3H), 0.97 (d, J = 6.6 Hz^ 6H)o 

mmme (2 6 3) 

3- (2- ( (3-p<^;i/-l- (3, 5-i^p«5^;i/7ai-;i/) y'^jv) ± 
10 ;wt^-f;i/) -4- (N — ^>2^;i/-N-p«5=-;i/:r^>') :73i— ;v) itdv'^ 



TLC : Rf 0.57 (J®<b^5=-V> : .^^^y— ;i/=9 : 1) ; 

NMR (300 MHz, CDQ,) : <5" 7.36-7.16 (m, 5H), 7.06 (d, J = 8.7 Hz, IH), 6.89 (s. 




COOH 
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3H), 6.72 (dd, J = 8.7, 3.0 Hz, IH), 6.64 (d, J = 3.0 Hz, IH), 6.12 (d. J = 8.4 Hz; IH), 
5.10 (q, J = 8.4 Hz, IH), 4.50 (s, 2H), 3.04 (s, 3H), 2.88 (t, J = 7.5 Hz, 2H), 2.67 (t, J 
= 7.5 Hz, 2H), 2.29 (s, 6H), 1.80-1.45 (m, 3H), 0.96 (d, J = 6.6 Hz, 3H), 0.95 (d, J = 
6.6 Hz, 3H)o 

5 

^^J6 (2 6 4) 

2- (2- ( (S-jA^jV-l- (3, 5-i^^5^;i/7jin;v) '^'f-jV) A 




O HN^^^^J^ 



10 TLC : Rf 0.38 (^'DDjIn;!/^ : p<^./— ;i/=9 : 1) ; 

N M R (300 MHz, CDOg) : 6 8.01 (s, 2H), 7.51 (dd, J = 7.6, 23 Hz; IH), 7.32- 
7.22 (m, 2H), 7.13-6.84 (m, 7H), 5.22 (m, IH), 5.00 (s, 2H), 4.78 (s, 2H), 2.28 (s, 
6H), 1.94-1.54 (m, 3H), 0.95 (d, J = 6.0 Hz, 6H)o 

15 (2 6 5) 

2- (2- ( (3-^5^;i/-l- (3, 5-^^^;i/7 3i-;i/) :/5^;i/) Hj 
;wt^-f;i/) -4- (3-^'7>'7jiy:api/^5^;i/) ^a^y'^^F^/) 
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TLC : Rf 0.38 (t57DDJ|%;i/A : p^^J^y— ;p=9 ; i) ; 
NMR (300MHz,CDCl3) :6 8.29 (d, J = 7.5 Hz, IH), 8.10 (d, J = 1.2 Hz, IH), 
7.48 (dd, J = 7.6, 2.3 Hz, IH), 7.35 (t, J = 8.4 Hz, IH), 7.24 (m, IH), 7.18-7.10 (m, 
2H), 7.01 (s, 2H), 6.93 (d, J = 8.4 Hz, IH), 6.85 (s, IH), 5.22 (m, IH), 5.00 (s, 2H), 
4.79 (s, 2H), 2.27 (s, 6H), 1.97-1,57 (m, 3H), 0.95 (d, J = 6.3 Hz, 6H)o 

mmm 6 (2 6 6) 

3- (2- ( (3-^^)1-1- (3, 5-i^p<5^;i/7 3i-;i/) :/5=-;i/) 
;w^^-r;i/) -4-7ai— ;i/>b;w^^-f ;i/7 3:.=.;i/) irn^iv^ 




TLC : Rf 0.41 (JfiYbp«^V> : ^i5?y-;v=9 : 1) ; 

NMR (300 MHz, CD^OD) : 8.92 (d, J = 8.7 Hz, IH), 7.92 (dd, J = 8.1, 2.1 Hz, 

IH), 7.85 (d, J = 2.1 Hz, IH), 7.66 (d, J = 8.4 Hz, 2H), 7.46 (d, J = 8.1 Hz, IH), 7.35 
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(t, J = 8.4 Hz, 2H), 7.14 (t, J = 8.4 Hz, IH), 7.00 (s, 2H), 6.89 (s, IH), 5.15-5.05 (m, 
IH), 3.01 (t, J = 7.2 Hx, 2H), 2.55 (t, J = 7.2 Hz, 2H), 2.30 (s, 6H), 1.90-1.50 (m, 3H), 
1.01 (d, J = 6.3 Hz, 3H), 0.99 (d, J = 6.3 Hz, 3H)o . 

5 6 (2 6 7) 

3- (2- ( (3-p?^;i/-l- (3, S-e^^g^;!/^^!-;!/) * 




10 TLC : Rf 0.44 (J^-fbp(^U> : ^^S'y— ;u=9 : 1) ; 

N MR (300 MHz, CDCI3) : 6 7.30-7,10 (m, 6H), 7.10-7.00 (m, IH), 7.00-6.85 (m, 
3H), 6.68 (s, IH), 5.86 (d, J = 8.1 Hz, IH), 5.06 (q, J = 8.1 Hz; IH), 4.83 (s, 2H), 
3.05-2.95 (m, 2H), 2.70-2.60 (m, 2H), 2.31 (s, 6H), 1.85 (s, 3H), 1.70-1.40 (m, 3H), 
0.96 (d, J = 63 Hz, 3H), 0.95 (d, J = 6.3 Hz, 3H)o 

15 

mmme (2 6 8) 

3- (2- ( (3-^^;i/-l- (3, 5-s^^5^;i/7 3:-;v) ::^5^;v) 
;i/n^-r;b) -4- ( (N-73^ri;i/7'^y) - ^ y ) 7:i:^;i/) 
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TLC : Rf 0.44 (i^^bpi^l/-^ : ;U=9 : 1) ; 

NMR (300 MHz, CDjOD) : 57.46-7.34 (m, 4H), 732-7.20 (m, 3H), 7.05-6.98 (m, 
3H), 6.88 (s, IH), 5.08 (dd, J = 9.6, 6.0 Hz, IH), 2.90 (t, J = 7.5 Hz, 2H), 2.50 (t, J = 
5 7.5 Hz, 2H), 2.30 (s, 6H), 1.85-1.50 ( m, 3H), 1.00 (d, J = 6.0 Hz, 3H), 0.98 (d, J = 
6.0 Hz, 3H)o 

^^J6 (2 6 9) 

3- (2- ( (3-^^;v-i- (3, 5-s;p<5=-;u7:nL^;i/) >b 

XOOH 




TLC : Rf 0.48 (.mh:^^V> : ;i/=9 : 1) ; 

NMR (300MHz,CDCa3) : 6 7.71 (d, J = 7.5 Hz, 2H), 7.52 (t, J = 7 J Hz, IH), 

7.40 (t, J = 7.5 Hz, 2H), 7.20-7.12 (m, IH), 7.10-7.00 (m, 2H), 6.96-6.88 (m, 4H), 

393 



wo 03A>16254 



PCT/JP02/08120 



6.42 (d, J = 8.7 Hz, IH), 5.09 (q, J = 8.7 Hz, IH), 2.95-2.85 (m, 2H), 2.65-2.55 (m, 
2H), 2.30 (s, 6H), 1.80-1.50 (m, 3H), 0.96 (d, J = 6.3 Hz, 6H)o 

6 (2 7 0) 

5 3- (2- ( (3-^^;i/-l- (3, S-i^pt^^;!/^^!-;!/) :;^5^;i/) :tr 




TLC : Rf 0.56 (J^fb^^^UV : ^tJ^y— ;V=9 : 1) ; 
10 N M R (300 MHz, CDCla) : 6 7.30-7.16 (m, 7H), 7.12 (d, J = 3.0 Hz; IH), 6.91 (s, 
3H), 6.18 (d, J = 8.7 Hz, IH), 5.09 (q, J = 8.7 Hz, IH), 4.80 (s, 2H), 3.00-2.90 (m, 
5H), 2.66 (t, J = 7.5 Hz, 2H), 2.31 (s, 6H), 1.80-1.50 (m, 3H), 0.97 (d, J = 6.3 Hz, 
3H), 0.96 (d, J = 6.3 Hz, 3H)o 

15 ^^J6 (2 7 1) 

3- (3- ( (3-^5^;b-l- (3, 5-^;^^JVZ7ji-)V) -^^JV) itj 
JWt^^j]/) -5- (3 7 3ir:;i/) rn^lV^ 
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COOH 




TLC : Rf 0.51 (^DPJix;i/A : ;i/= 10:1) ; 

N M R (300 MHz, DMSO-d«) : <y 8.65 (d, J = 8.4 Hz, IH), 7.76 (s, IH), 7.71 (s, 
IH), 7.54-7.33 (m, 5H), 6.97 (s, 2H), 6.83 (s, IH), 5.17 (s, 2H), 5.02 (m, IH), 2.89 (t, 
5 J = 7.5 Hz, 2H), 2.58 (t, J = 7.5 Hz, 2H), 2.24 (s, 6H), 1.81 (m, IH), 1.66-1.43 (m, 
2H), 0.91 (d, J = 6.0 Hz, 3H), 0.89 (d. J = 6.0 Hz, 3H)o 

mmme (272) 

3- (3- ( (3-^5^;i/-i- (3, 5-s^^5^;V7^^;i/) >^5^;i/) >b 
10 ;wt^-i';i/) - 5- (3-s/:ry ^o^y Jp5/^5=-;i/) 7airi;i/) yxn^>m 

COOH 



TLC ; Rf 0.50 (^DD:^x;i/A : ;u= 10:1) ; 

NMR (300MHz,DMSO.d,) : 6 8.76 (d, J = 8.4 Hz, IH), 8.17 (s, IH), 7.95 (s, 
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IH), 7.91 (s, IH), 7.64 (d, J = 15.9 Uz, IH), 7.60-7.34 (m, 4H), 6.97 (s, 2H), 6.84 (s, 
IH), 6.84 (d, J = 15.9 Hz, IH), 5.23 (s, 2H), 5.04 (m, IH), 2.24 (s, 6H), 1.82 (m, IH), 
1.68-1.45 (m, 2H), 0.92 (d, J = 6.0 Hz, 3H), 0.90 (d, J = 6.0 Hz, 3H)o 

5 ^«Eg!l6 (2 7 3) 

4- (3- ( (3-;»<5^;i/- 1- (3, 5-P^^J]/y:c=.JV) ^^^V) itj 

;V7^^-Y;W -5- ia-i/T^^z^jij^i^ji^fv) y^^-jv) 

^COOH 



TLC : Rf 0.49 (i^uu-^JVA : ^^y~-;i/= 10:1) ; 
10 NMR (300MHz,DMSO-d«) : 6 8.67 (d, J = 8.4 Hz, IH), 7.76 (s, IH), 7.67 (s, 
IH), 7.55-7.33 (m, 5H), 6.97 (s, 2H), 6.83 (s, IH), 5.18 (s, 2H), 5.03 (m, IH), 2.65 (t, 
J = 7.8 Hz, 2H), 2.28-2.19 (m, 2H), 2.24 (s, 6H), 1.89-1.74 (m, 3H), 1.66-1.43 (m, 
2H), 0.91 (d, J = 6.0 Hz, 3H), 0.89 (d, J = 6.0 Hz, 3H)o 

15 I^^J6 (2 74) 

3- (2- (1- (3, 5-P:>i9-JV7 3L=.)]/) r^;i/*;W^^'f ;i/) -4 
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TLC:Rf 0.64 (J^'fl:^5^1/> : pC^J^y — ;i/= 9 : 1) ; 
N M R (300 MHz, CDa,) : 6 7.44-7.24 (m, 5H), 7.22-7.14 (m, 2H), 6.94 (s, 2H), 
6.91 (s, IH), 6.39 (d, J = 8.4 Hz, IH), 5.07 (q, J = 8.4 Hz, IH), 5.03 (s, 2H), 3.04 (t, J 
= 7.2 Hz, 2H), 2.73 (t, J = 7.2 Hz, 2H), 2.30 (s, 6H). 2.00-1.75 (m, 2H), 1.50-1.25 
(m, 2H), 0.95 (t, J = 7.5 Hz, 3H)o 

mmie (275) 

3- (2- ( (3-?i9-JV-l- (3, 5-i^^5^;i/7ai-;i/) 




TLC : Rf 0.43 {^UU^JVA : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-d,) : 6 8.88 (d, J = 8.7 Hz, IH), 8.02 (dd. J = 7.8, 2.1 Hz, 
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IH), 7.83 (d, J = 2.1 Hz, IH), 7.72 (d, J = 2.1 Hz, IH), 7.49 (d, J = 7.8 Hz, IH), 7.47 
(d, J = 2.1 Hz, IH), 6.96 (s, 2H), 6.85 (s, IH), 6.30 (t, J = 2.1 Hz, IH), 5.82 (s, 2H), 
4.98 (m. IH), 2.93 (t, J = 7.8 Hz, 2H), 2.46 (t, J = 7.8 Hz, 2H), 2.25 (s, 6H), 1.80- 
1.55 (m, 2H), 1.44 (m, IH), 0.93 (d, J = 6.6 Hz, 3H), 0.91 (d, J = 6.6 Hz, 3H)o 



^^16 (2 7 6) 

3- (2 - ( (1- (3, 5-s^^^;i/:7a::z;b) 7*Di^;b) *;w^^'f;i/) 
-4- (3-S/7'y 7x^^^$/^5^;i/) 7i-;i/) zrxjj-^>m 



10 TLC : Rf 0.49 (:J'PP;ft;i/A : >><^^— ;i/= 1 0 : 1) ; 

NMR (300 MHz, DMSO-ds) : 6 8.74 (d, J = 8.4 Hz, IH), 1.56-1 2& (no, 7H), 6.95 
(s, 2H), 6.84 (s, IH), 5.16 (s, 2H), 4.77 (m, IH), 2.85 (t, J = 7.8 Hz, 2H), 2.46 (t, J = 
7.8 Hz, 2H), 2.24 (s, 6H), 1.80-1.63 (m, 2H), 0.89 (t, J = 7.2 Hz, 3H)o 

15 I^^J6 (2 7 7) 

3- (2- ( (3-^^;v-l- (3, 5-i^^5^;i/r7 3i-;i/) zf^)],) * 
;w^^-f;i/) -4- (2-:7ai— ;i/hr— ;i/) -73^-)}/) yxi;^>m. 




COOH 
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COOH 



TLCrRf 0.51 (JS'rb^5^1/> : ^^J/y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCl,) : 6 734-7.42 (m, 4H), 7.40-732 (m, 2H), 7.32-7.22 (m, 
2H), 7.09 (d, J = 163 Hz, IH), 7.03 (d, J = 16.5 Hz, IH), 6.98 (s. 2H), 6.92 (s, IH), 
5 6.35 (d, J = 8.7 Hz, IH), 5.19 (q, J = 8. 7 Hz, IH), 3.01 (t, J = 7.5 Hz, 2H), 2.72 (t, J 
» 7.5 Hz, 2H), ^32 (s, 6H), 1.85-1.60 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

^^J6 (27 8V 

3- (2- ( (3-^5^;i/-l- (3, 5-s^^5^;i.7^^;i/) :r5^;i/) 

10 JW^^-fJU) -4- (2- (tr^y-;v-l_^;i,) aL^j]y) -7 7* 



TLC : Rf 0.50 (^ua-^jVA : pt^y'— ;i/= 10:1) ; 

NMR (300 MHzi CDCI3) : ^ 7.50 (s, IH). 7.17-6.88 (m, 6H), 6.75 (s, IH), 6.23 




399 



wo 03/016254 



PCT/JP02/08120 



(d, J = 8.7 Hz, IH), 6.12 (t, J = 2.1 Hz, IH), 5.12 (m, IH), 4.29 (t, J = 6.9 Hz, 2H), 
3.08 (t, J = 6.9 Hz, 2H), 2.98 (t, J = 7.2 Hz, 2H), 2.70 (t, J = 7.2 Hz, 2H), 2.32 (s, 6H), 
1.84-1.52 (m, 3H), 0.99 (d. J = 6.6 Hz, 6H)o 

5 6 (2 7 9) 

3- (2- ( (3-pt5=-;i/-l- (3, 5-$^pt^;i/:7ai-;i/) -^^jv) itj 

m 



10 TLC : Rf 0.53 (^^7^D5}^;^A : ^iS^y— ;i/= 1 0 : 1) ; 

N M R (300 MHz, CDClj) : 6 7.44 (s, IH), 7.42 (d, J = 8.1 Hz, IH), 7.28 (d, J = 
8.1 Hz, IH), 7.15-6.87 (m, 4H), 6.96 (s, 2H), 6.91 (s, IH), 6.31 (d, J = 8.7 Hz, IH), 
5.16 (m, IH), 5.09 (s, 2H), 3.08-2.97 (m, 2H), 2.72 (t, J = 7.2 Hz, 2H), 2.31 (s, 6HX 
1.85-1.56 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 



^^J6 (2 8 0) 

3- (2- ( (3-^5^;V-l- (3, 5-5^^g=-;i/7 3ir:;i/) ^5^;!/) * 
;v>'^^-f;i/) -4- (2-^j7nD73iy^S/p<^;i/) :7:il-)v) yuj-^>m 




COOH 



15 
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TLC : Rf 0^3 : ^^y— ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.52 (s, IH), 7.46-735 (m, 2H), 7.28 (d, J = 8.1 Kz, 
IH), 7.21 (m, IH), 7.00-6.87 (m, 2H), 6.95 (s, 2H), 6.91 (s, IH), 6.29 (d, J = 8.4 Hz, 
5 IH), 5.16 (m, IH), 5.12 (s, 2H), 3.09-2.97 (m, 2H), 2.73 (t, J = 7.2 Hz, 2H), 2.31 (s, 
6H), 1.86-1.58 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

6 (281) 

3- (2- ( (3, 5-s;p<5=-;i/r'3i-;i/) :r5^;i/) * 

10 ;w?^-f;i/) -4- (2, 4-:$^7;i/:^D7 3i^^fi/pf5^;i/) 7ir:;i/) r 




TLC : Rf 0.54 {^UU:^J\/A : J—y\/= 10:1) ; 

NMR (300 MHz, CDCI3) : ^ 7.42 (s, IH), 7.41 (d, J = 7.8 Hz, IH), 7.29 (d, J = 
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7.8 Hz, IH), 7.00-6.73 (m, 3H), 6.96 (s, 2H), 6.91 (s, IH), 6.32 (d, J = 8.1 Hz, IH), 
5.16 (m, IH), 5.05 (s, 2H), 3.08-2.98 (m. 2H), 2.73 (t, J = 6.6 Hz, 2H), 2.31 (s, 6H), 
1.84-1.56 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

5 mmme (2 8 2) 

3- (2- ( (3-^^;v-l- (3, 5-2^^^;i/:7a:— ;i/) :r^;i/) 

;W^^'r;i/) -4- (3-7;i/:rD7acy^r^^^;i/) rnv''?^ 

m 




10 TLC : Rf 033 (^DD5f;;i/A : ^iJ^y— ;i/= 1 0 : 1) ; 

NMR (300 MHz, CDCI3) : d 7.42-7.18 (m, 5H), 6.95 (s, 2H), 6.91 (s, IH), 
6.76-6.63 (m, 2H), 6.30 (d. J = 8.7 Hz, IH). 5.16 (m. IH), 5,00 (s, 2H), 3.07-2.96 (m, 
2H), 2.73 (t, J = 6.9 Hz, 2H), 231 (s, 6H), 1.84-1.54 (m, 3H), 0.98 (d, J = 6.3 Hz, 
6H)o 

15 

^g!l6 (2 8 3) 

3- (2- ( (3-^5=-;!/- 1- (3, 5-$?^^;i/7^-;i/) rT^^;!/) li; 

;w'?^-r;i/) -4- (2, 5-^7;!/;^D7iy:ape/^5=-;i/) 7ai-;i/) 
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TLC : Rf 0.51 (^DP>^;i/A : pt^y'— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 0.99 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
2.72 (t, J = 7.00 Hz, 2H), 3.03 (m, 2H), 5.06 (5, 2H), 5.16 (m, IH^ 6.31 (d, J = 8.24 
5 Hz, IH), 6.61 (m, IH), 6.73 (m. IH), 6.90 (s, IH), 6.96 (s, 2H), 7.04 (m, IH), 7.29 (d, 
J = 8.24 Hz, IH), 7.41 (m, 2H)o 

^^J6 C2 8 4) 

3- (2- ( (3-^5^;i/-i- (3, 5-i^^5^;i/7 3i-;i.) * 
10 ;wt^-f;i') -4- (2-^DD-5-7;^2^D7aly^fi^.>^5^;l/) ya:^— 
)]/) yuj^^^m 




TLC : Rf 0.53 (^DD^;i/A : ;>{j$^^— ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.49 (s, IH), 7.42 (d, J = 7.8 Hz, IH), 7.37-7.23 (m, 
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2H), 6.96 (s, 2H), 6.91 (s, IH), 6.74-6.62 (m, 2HX 6.30 (d, J = 8.7 Hz, IH), 5.17 (m, 
IH), 5.08 (s, 2H), 3.08-2.98 (m, 2H), 2.73 (t, J = 7iJ Hz, 2H), 2.31 (s, 6H), 1.85-1.58 
(m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H)o 

5 6 (2 8 5) 

3- (2- ( (3-^5^;i/-l- (3, 5-$^^5^;i/7 3i^;i/) 

^COOH 



TLC : Rf 0.22 (n-^^r1^> : S^^3i^;U= 1 : 1) ; 
10 N MR (300 MHz, CDClg) : d 7.60-7.50 (m, 3H), 7.39 (m, IH), 7.27 (d, J = 7.8 Hz, 
IH), 7.08-6.96 (m, 4H), 6.90 (brs, IH), 6.53 (brd, J = 8.7 H^ IH), 5.18 (m, IH), 5.16 
(s. 2H), 3.07-3.02 (m, 2H), 2.76-2.71 (m, 2H), 2.31 (s, 6H), 1.90-1.57 (m, 3H), 0.98 
(d, J = 6.3 Hz, 6H)o 

15 i^glJB (2 8 6) 

3- (2- ( (3-^5^;i/-l- (3, 5-i?^5^;i/7a:n;i/) :/^;i/) A 
;Wt^'f;V) -4- (4-i/7'^7ac>'df.e/p(5^;V) 7 3in;i/) rD/1>M 
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T L C : R f 0.25 (n-^^V-> : @^^ai5^;i/= 1:1); 
NMR (300 MHz, CDQ,) : 6 7.62-7.57 (m, 2H), 7.41-738 (m, 2H), 7.29 (m, IH), 
7.02-6.98 (m, 2H), 6.95 (brs, 2H), 6.91 (brs, IH), 635 (brd, J = 8.4 Hz, IH), 5.17 (m, 
5 IH), 5.06 (s, 2H), 3.06-3.01 (m, 2H), 2.76-2.71 (m, 2H). 231 (s, 6H), 1.83-1.55 (m, 
3H), 0.98 (d, J = 63 Hz, 6H)o 

fliS^JS (2 8 7) 

3- (2- ( (3-p<5=-;V- 1- (3, 5-S^^5^;i/7ai-;i/) ::^5^;i/) :>b 
10 ;W^^>r;W) -4- (4-p< h^S/7ai>'#^'^5^;i/) 7:n-;i/) rD/'«> 




T L C : R f 038 (n-^^rtf> : B^^3i^;i/= 1:1); 

NMR (300 MH^ CDCQ : 6 7.41-7.39 (m, 2H), 7.27 (d, J = 7.8 Hz, IH), 6.95 (brs. 
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2H), 6.91-6.82 (m, 5H), 6.28 (brd, J = 8.4 Hz, IH), 5.16 (m, IH), 4.97 (s, 2H), 3.77 
(s, 3H), 3.06-3.00 (m, 2H), 2.74-2.69 (m, 2H), 2.31 (s, 6H), 1.83-1.56 (m, 3H), 0.98 
(d, J = 6.3 Hz, 6H)o 

5 llffe^je (2 8 8) 

3- (2- ( (3-^5=-;i/-l- (3, 5-S^p<^;i/7 3ir:;v) 
;V>'^^-r;i/) -4- (3-p? h:?ri^7 3i^^S/p{5^;i/) rD>'S> 




10 TLC : Rf 0.38 iii-^^^> : if^3^5^;U= 1 : 1) ; 

NMR (300 MHz, CDO,) : 6 7.45-7.38 (m, 2H), 7.31-7.11 (m, 2H), 6.95 (s, 2H), 
6.90 (s, IH), 6.59-6.50 (m, 3H), 6.28 (d, J = 8.4 Hz, IH), 5.17 (m, IH), 5.00 (s, 2H), 
3.79 (s, 3H), 3.11-2.92 (m, 2H), 2.72 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.85-1.52 (m, 
3H), 0.98 (d, J = 6.6 Hz, 6H)o 

15 

iljfeg»J6 (2 8 9) 

3- (2- ( (3-p?5=-;i/-l- (3, 5-$^p{5^;i/7 3i-;i/) :;^^;b) * 
;W^^-r;U) -4- (3 -;'<5^;i/7ai>':^:^;'<5=-;i/) 7ai-;i/) rTn^'^^^ 
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T L C : R f 0.38 in-^^V-> : Bf^:3:^;i/= 1:1); 
NMR (300 MHz, CDOs) : 6 7.47-7.38 (m, 2H), 7.29-7.11 (m, 2H), 6.95 (s, 2H), 
6.90 (s, IH), 6.85-6.72 (m, 3H), 6.29 (d, J = 9.0 Hz, IH), 5.16 (m, IH), 4.99 (s, 2H), 
5 3.11-2.92 (m, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.33 (s, 3H), 2.30 (s, 6H), 1.86-1-51 (m, 
3H), 0,98 (d, J = 6.3 Hz, 6H)o 

6 (2 9 0) 

3- (2- ( (3-p<5^;i/- 1- (3, 5-i^^^;\yy^-Jv) y^jv) >b 

10 ;Wt^-f;V) -4- (2-p< h:3pi/-5-$/T>'7 3i./^2/'p«^;i/) ^jcr:: 

;v) :ruj^>m. 




T L C : R f 033 iTi-^^V> : Wm^^))/- 1 : 1 ) o 
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mmm6 (291) 

3- (2- ( (3, 5-i?ji^J],'7:c=LJ],) '^^)\,) itj 

m 



TLC:Rf 0.38 (n-^^-y-> : B^^ji5^;i/= i : i) ; 
NM R (300 MHz, CDCU : 6 7.47-7.39 (m, 2H), 7.25 (m, IH), 7.01-6.82 (m. 7H), 
6.28 (d, J = 8.7 Hz, IH), 5.17 (m, IH), 5.09 (s, 2H). 3.86 (s, 3H), 3.10-2.92 (m, 2H), 
2.71 (t, J = 7.4 Hz, 2H), 230 (s, 6H), 1.86-1.53 (m, 3H), 0.98 (d, J = 5.7 Hz, 6H)o 

3- (2- ( (3-p{^;i/-l- (3, 5-i?p<5^;i/7ai-;i/) y'^jv) jtj 
;wt^>r;i/) -4- (2-7-fe5^;i/7aiy:J|r$/;><^;i/) y3L-;v) yu^^> 




COOH 
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COOH 



O 



T L C : R f 0.30 {n-^^V-> : W^^^J]/= 1 : 1 ) o 
^^J6 (2 9 3) 

5 3- (2- ( i3-^^)U-l - (3, 5-S^^5^;i/7 3:^;i/) y^Jl/) 
;W^^-r;i/) -4- (2-i?DD-4-7;i/;*-D7ai>'^r2^;>i^;i/) 

)]/) yxi?^>WL 



TLC:Rf 0.31 {n-^^-^> '.W^m.^^))/-1 : 1) ; 
10 N M R (300 MHz, CDCI3) : 6 7.32 (brs, IH), 7.13-7.05 (m, 3H), 6.94-6.91 (m, 3H), 
6.81-6.73 (m, 3H), 5.10 (m, IH), 4.78 (s, 2H), 2.84-2.79 (m, 2H), 2.43-239 (m, 2H), 
2.21 (s, 6H), 1.78-1.50 (m, 3H), 0.89-0.87 (m, 6H) o 

ll:MigiJ6 (2 9 4) 




COOH 
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3_ (2- ( (3-^5^;i/-l- (3, 5-i^p<5=-;i/7=c-;i/) zT^yV) ± 




5 TLC-.Rf 0.31 (n-^=3P'9-V : @^^3i^;i'= 1 : 1) ; 

NMR (300 MHz, DMSO-de) : <5 734-7.17 (m, 3H), 7.04-6.93 (m, 5H), 6.82 (brs, 
IH), 5.03 (s, 2H), 4.97 (m, IH), Z80-2.76 (m, 2H), 2.43-2.39 (m, 2H), 2,23 (s, 6H), 
2.17 (s, 3H), 1.80-1.60 (m, 2H), 1.41 (m, IH), 0.91 (d, J = 6.6 Hz, 3H), 0.89 (d, J = 
6.6 Hz, 3H)o 

10 

^^J6 (2 9 5) 

3- (2- ( (3-^5^;v-l- (3, 5-S^^^;i/7ir:;i/) 
;wt^-r;v) -4- (2, 5-i^p«^;v7 3i^^s^;««5^;i/) ^x^;!/) 7"p 
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TLC : Rf 0.34 (n-^^1)-> : i^Kx5^;i/= 1:1) ; 
NM R (300 MHz, DMSO-d«) : 6 9.94 (bis, IH). 7.38-7.33 (m, 2H), 7.28 (d, J = 7.8 
Hz, IH), 7.01-6.99 (m, 3H), 6.83 (d, J = 7.5 Hz, 2H), 6.64 (d, J = 7.8 Hz, IH), 5.03 (s, 
5 2H), 4.97 (m, IH), 2.84-2.77 (m, 2H), 2.44-2.40 (m, 2H), 2.24 (s, 6H), 2.12 (s, 3H), 
1.78 (s, 3H), 1.77-1.58 (m, 2H), 141 (m, IH), 0.91 (d, J = 6.6 Hz, 3H), 0.89 (d, J = 
6.6 Hz, 3H)o 

6 (29 6) 

10 3- (2- ( (3-p{5^;i/- 1- (3, 5-S^^5=-;i/7a;-;i/) y^}],) itj 
;wt^>r;i/) -4- (4-:«7;W'?^'f ;i/p(5=-;i/73i>'^S/p?^;i/) y^L-;]/) 




TLC : Rf 0.36 (^DDj1^;VA : 1 0 : 1) o 
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mmm\ 6 (297) 

3_ (2- ( (3-p<5^;v-l- (3, 5-s^p5 5=-;v7ai-;i/) 
;w^•^'f;l/) -4- (2-^ h^^s/- 5 731^ 
5 ;W yuj-^^m 




T L C : R f 0.53 n D>J^;VA : — ;i/= 10:1) ; 
NMR (300 MHz, DMSO-dj) : 6 8.76 (d, J = 8.4 Hz, IH), 7.40 (d, J = 8.7 Hz, IH), 
7.31 (s, IH), 7.30 (d, J = 8.7 Hz, IH), 6.95 (s, 2H), 6.89 (s, IH), 6.84 (d, J = 8.7 Hz, 
10 IH), 6.83 (s, IH), 6.69 (d, J = 8.7 Hz, IH), 5.02 (s, 2H), 4.96 (m, IH), 3.69 (s, 3H), 
2.84 (t, J = 8.1 Hz, 2H), 2.45 (t, J = 8.1 Hz, 2H), 2.24 (s, 6H), 2.21 (s, 3H), 1.78-1.57 
(m, 2H), 139 (m, IH), 0.92 (d, J = 6.3 Hz, 3H), 0.89 (d, J = 63 Hz, 3H) o 

ilM#J 6 (2 9 8) 

15 3- (2- ( (3-^5=-;v-i- (3, 5-:^^5^;i/7 3i-;v) :/5^;i/) :ii 
;w^^-r;i/) -4- (4-^5^;v7 3iy'=3pi'^5=-;i/) ^a::-;!^) 7*d>''?>^ 
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TLC : Rf 0.55 (^J? DD7i%;i/A : :^9J—r\/- 10:1) ; 
N MR (300 MHz, DMSO-d^) : 6 8.74 (d, J = 8.7 Hz, IH), 7.39 (d, J = 8.1 Hz, IH), 
730 (s, IH), 7.29 (d, J = 8.1 Hz, IH), 7.08 (d, J = 8.4 Hz, 2H), 6.95 (s, 2H), 6.88 (d, 
5 J = 8.4 Hz, 2H), 6.84 (s, IH), 5.05 (s, 2H), 4.96 (m, IH), 2.83 (t, J = 8.1 Hz, 2H), 
2.44 (t, J = 8.1 Hz, 2H), 2.24 (s, 6H), 2.22 (s, 3H), 1.80-1.55 (m, 2H), 1.40 (m, IH), 
0.91 (d, J = 63 Hz, 3H), 0.89 (d, J = 6.3 Hz, 3H)o 

•mm 6 (2 9 9) 

10 3- (2- ( (3-.?<^;i/- 1- (3, 5-$^^5=-;i/7ain;i/) :/^;i/) 
;w^^'f;i/) -4- (4-7;^3^D7Jty'd(^^^^;^) 7ir:;v) rD;^> 




TLC : Rf 0.55 (^nD7f;;VA : ^iS'y— ;i/= 10:1) ; 
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N M R (300 MHz, DMSO-d,) : 6 8.74 (d, J = 8.7 Hz, IH), 7.39 (d, J = 7.5 Hz, IH), 
731 (s, IH), 7.29 (d, J = 7.5 Hz, IH), 7.16-7.06(m, 2H), 7.04-6.96 (m, 2H), 6.95 (s, 
2H), 6.83 (s, IH), 5.06 (s, 2H), 4.96 (m, IH), 2.83 (t, J = 8.1 Hz, 2H), 2.44 (t, J = 8.1 
Hz, 2H), 2.24 (s, 6H), 1.80-1.54 (m, 2H), 1.40 (m, IH), 0.91 (d, J = 6.3 Hz, 3H), 0.89 
5 (d, J = 63 Hz, 3H)o 

mmme o o o) 

3- (2- ( (3-^^^i- 1- (3, 5-i^^^;i^-7^-;v) ij 
;W^^-l';i/) -4- (3-p< h=5p^>-5-:J^7y'7 3iy^^^5^;i/) 731- 

10 :rD7i>M 




TLC : Rf 0.52 (n-^^-y-> : S^m3i5^;i/= 1 : 1) ; 
NMR (300MHz,CDa3) : 6 7.41-7.28 (m, 2H), 7.38 (brs, IH), 6.96 (bis, 2H), 
6.91 (brs, IH), 6.80 (m, 2H), 6.71 (m, IH), 6.38 (d, J = 8.4 Hz, IH), 5.17 (m, IH), 
15 5.00 (s, 2H), 3.80 (s, 3H), 3.05-3.00 (m, 2H), 2.76-2.70 (m, 2H), 2.31 (s, 6H), 1.86- 
1.56 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

Hite^JS (3 0 1) 

3- (2- ( (3-p«5=^;V- 1- (3, 5-^p«^;i/7 3ir:;i/) y^-A/) iJ 
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TLC : Rf 0.47 (^'DP3tc;i/A : p«:^>'— ;i/=9 : 1) ; 
NMR (300 MHz, CDOg) : 7.44-7.37 (m, 2H), 7.32-7.17 (m, 2H), 7.00-6.81 (m, 
5 6H), 6.29 (d, J = 8.7 Hz, IH), 5.17 (m, IH), 5.00 (s, 2H), 3.09-2.97 (m. 2H), 2.73 (t, 
J = 7.1 Hz, 2H), 2.31 (s, 6H), 1.87-1.52 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

^^J6 (3 0 2) 

3- (2- ( (3-p<^;i/-l- (3, 5-2^p<5^;V7az-;u) i;!? 



TLC : Rf 0.47 (^nP/fcAA ; pt^'^'— ;i/=9 : 1) ; 

NMR (300 MHz, CDQ,) : 6 7.46-7.38 (m, 2H), 7.28 (d, J = 7.8 Hz, IH), 

415 
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COOH 



wo 03/016254 



PCT/JP02/08120 



7.02-6.88 (m. 4H), 6.81 (d, J = 8.1 Hz, IH), 6.72 (m, IH), 6.29 (d, J = 8.7 Hz, IH), 
5.17 (m, IH), 5.07 (s, 2H), 3.12-2.95 (m, 2H), 2.72 (t, J = 6.9 Hz, 2H), 2.31 (s, 6HX 
2.29 (s, 3H), 1.85-1.53 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

naa^je 003) 

3- (2- ( (3-^5=-;i/- 1- (3, 5-$^^^;i/:7a:ri;v) iti 
-4- (2, 3, 4, 5, 6-^>^7;i/;^D7xy'^5^^5^ 




T L C : R f 0.47 (^uun^jVA \ ^ — ;V= 10: 1 ) o 
^^J6 (3 0 4) 

3- (2- ( (S-;'^^;!/- 1- (3, 5 m -;i/) y5=-;i/) ;b 
;Wt^'f;V) -4- (2, 6-i^7;i/:tD7 3i>'^re^^5^;i/) ^j;-;!/) 7* 
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COOH 



TLC ; Rf 0.46 il7UX2n^;\/A : ;>ti5'y— ;i/= 1 0 : 1) o 

mmm e ( 3 o 5 ) 

5 3- (2- ( (3, 5-i^^^)VyyL—)V) y^j]^) itj 

^COOH 



TLC : Rf 0.46 (^DD>^;VA : ;P= 10: 1) o 

10 ^^J6 (3 0 6) 

3- (2- ( (3-p<5^;v-i- (3, s-i^^^^;^^;!!^;!/) 
;wt^'f;i/) -4- (2, 3-i^y;v:tuyjL^^iy;i^j]/) -pjl-j]/) y 
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TLC : Rf 0.57 (^UU^JVA : ;i/=9 : 1) ; 

NM R (300 MHz, CDCI3) : 6 7.45-7.38 (m, 2H), 7.29 (d, J = 7.2 Hz, IH), 
7.02-6.89 (m, 4H), 6.85-6.73 (m, 2H), 6.32 (d, J = 8.7 Hz, IH), 5.17 (m, IH), 5.10 (s, 
5 2H)> 3.07-2.95 (m, 2H), 2.73 (t, J = 7.2 Hz, 2H), 231 (s, 6H), 1.86-1.53 (m, 3H), 
0.99(d, J = 6.3Hz,6H)o 

mmme o o ?) 

3- (2- ( (3-p<5=-;i/-l- (3, 5-V;^^JVy3L-fV) ZT^JV) it] 

10 ;V7'?^-r;i/) -4- (3, 5-$^7;i/5j-D7iy=2||^S/^5=-;W :7 3i— :7' 




TLC : Rf 0.57 (iJ7nD7l^;ixA : ;>i^y—;v=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 7.42-7.35 (m, 2H), 7.30 (d, J = 7.5 Hz, IH), 6.95 (s, 
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10 



2H), 6.91 (s, IH), 6.54-6.40 (m, 3H), 6.32 (d, J = 8.7 Hz, IH), 5.17 (m, IH), 4.97 (s, 
2H). 3.12-2.94 (m. 2H), 2.73 (t, J = 73 Hz, 2H), 231 (s, 6H), 1.87-1.52 (m, 3H), 
0.99(d,J = 6.3Hz,6H)o 

HjfS^JS (3 0 8) 

3- (2- ( (3-^5^;i/-l- {•j-y^u>- 1-^)1) iUJW^ 

JCOOH 



TLC : Rf 0.49 (^Dn3^;i/A : ;v= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 1.01 (d, J = 6.59 Hz, 3H) 1.13 (d, J = 6.59 Hz, 3H) 
1.82 (m, IH) 1.97 (m, 2H) 2.74 (t, J = 7.20 Hz, 2H) 3.03 (t, J = 7.20 Hz, 2H) 4.97 (s. 
2H) 6.14 (m, IH) 6.35 (d, J = 8.52 Hz^ IH) 6.66 (m, 3H) 7.42 (m. 8H) 7.80 (d, J = 
7.69 Hz, IH) 7.88 (d, J = 7.69 Hz, IH) 8.32 (d, J = 8.24 Hz, lH)o 

6 (3 0 9) 

3- (2- ( (3-p<5^;i/-l- (rh^^J'V^-l-^;!/) ':r=}-)\,) 5b;w^ 
^-<;i/) -4- (2, 5-i?7;i/:*-D7jc>'dps^;>(5^;i/) 7iii~;i/) :rD/i 
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COOH 



TLC : Rf 0.49 (tJ? D DJi^^l^A : 10:1) ; 

NMR (300 MHz, CDCI3) : 6 1.01 (d, J = 6.59 Hz^ 3H) 1.14 (d, J = 6.59 Hz, 3H) 
1.82 (m, IH) 1.97 (t, J = 7.14 Hz, 2H) 2.73 (t, J = 7-42 Hz, 2H) 3.03 (t, J = 7.42 Hz, 
5 2H) 5.02 (s, 2H) 6.14 (m, IH) 6.38 (d, J = 8.52 Hz, IH) 6.60 (m, IH) 6.70 (do, 1H) 
7.02 (m, IH) 7.47 (m, 7H) 7.80 (d, J = 7.97 Hz, IH) 7.87 (d, J = 7.42 Hz, IH) 832 (d, 
J = 8.79 Hz, 1H)o 

(3 1 0) 

10 3- (2- ( (3-^^;i/-l- I — f;i/) ::r^;i/) 

^-f;p) -4- (3-e^Ty7i>':^S/p«5=-;V) 73ix:;i/) rD/1>K 

^COOH 



TLC : Rf 0.48 (^nD3fc;VA : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-d^) : 6 0.91 (d, J = 6.32 Hz, 3H) 1.08 (d, J = 6.32 Hz, 
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3H) 1.57 (m, IH) 1.89 (m, 2H) 2.48 (m, 2H) 2.85 (m, 2H) 5.14 (s, 2H) 5.94 (m, IH) 
7.48 (m, 12H) 7.81 (d, J = 8.24 Hz, IH) 7.94 (d, J = 7.97 Hz, IH) 8.22 (d, J = 8.52 
Hz,lH)o 

6 (311) 

3- (2- ( - (3, 5-i^^5^;i/7ai-;i/) >^5^;i/) ;b 

;W'?^.^;i/) -4- (3, 4-^^7;^2^D:7aIyd|^s✓p(^;l/) :7airi;i/) y 




TLC : Rf 0.31 m^h^^ly> : ?^^y^—Jl=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 0.98 (d, J = 632 Hz, 6H) 1.69 (m, 3H) 2.31 (s, 6H) 
2.72 (m, 2H) 3.02 (m, 2H) 4.95 (s, 2H) 5.17 (m, IH) 6.34 (d, J = 8.24 Hz, IH) 6.64 
(m, IH) 6.77 (ddd, J = 11.81, 6.59, 3.02 Hz, IH) 6.91 (s, IH) 6.95 (s, 2H) 7.07 (m, 
IH) 7.32 (m, 3H)o 

HgfB^je (3 1 2) 

3- (2- ( (3-^^;i/-i- (3, 5-i;p<5=-;i/:7ai— ;v) rT'g^;!/) ;b 
;w^^-r;i/) -4- (3-pt5^;^-4-:7;^5^D7x>'^$<-^5^;l/) :7 3:- 
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TLC : Rf 0.33 (Mi^^^\y> : : 1) o 



mmm 6 013) 

5 3- (2- ( (3-p<5^;i/- 1- (3, 5-s;p<5=-;i/7:ii-;i/) ti 
;W"?^'r;i/) -4- (2-7;i/;^-D-6-p? h^S/7aiydp5/^^;i/) 731 




TLC : Rf 0.33 : ;<^^^JV=9 : 1) o 

10 

mmme (3 1 4) 

3- (2- ( (3-^5=-;i/-l- (3, 5-j?^^;v7 3i-;v) 
;Wt^'f;W) -4- (2, 3, 6- h U7;i/:^D7 3;y:aF>>;><5^;i/) 7air: 
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COOH 



TLC : Rf 0.33 (ti7DD7jx;i/A : ^^y'— ;i/=9 : 1) ; 
NMR (300 MHz, CDCO : 6 0.99 (d, J = 6.32 Hz, 6H) 1.71 (m, 3H) 2.31 (s, 6H) 
2.71 (m, 2H) 3.03 (m, 2H) 5.16 (m, 3H) 6.27 (d, J = 8.52 Hz, IH) 6.83 (m, 2H) 6.91 
5 (s, IH) 6.96 (s, 2H) 7.26 (m, IH) 7.40 (m, IH) 7.47 (m, IH) o 

I^^J6 (3 1 5) 

3- (2- ( 1- (3, 5-i^p(^;i/:7 3iri;v) 

;w^^-f;i') -4- (2, 3, 5, 6-7^ h^7;i/:^D:7aiydp2/;><5^;i/) 

10 7 a;— irpy^i/^ 




COOH 



TLC : Rf 0.33 (^nD3}x;i/A : .^t^y— ;p=9 : 1) o 
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3- (2- ( (3-^5^;i/-l- (3, 5-i^^5=-;i/7a^-;i/) 




5 TLC : Rf 0.55 (n — \=¥-y-> : i^^3:^;i/= 1 : 1) o 

gyfB^je (3 1 7) 

3- (2- ( (3-p?^;i/-i- (3, 5-$^p?5=-;i/7ai-;i/) 

10 >''?>^ 




TLC : Rf 0.23 (^Dns}.;VA : ^^y—;i/=9 : 1) ; 

N M R (300 MHz, DMSO-d«) : 6 0.91 (m, 6H), 1.39 (m, IH), 1.68 (m, 2H), 2.24 

(s, 6H), 2.44 (m, 2H), 2.84 (t, J = 7.97 Hz, 2H), 4.97 (m, IH), 5.13 (s, 2H), 6.83 (s, 
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IH), 6.95 (s, 2H), 7.14 (m, IH^ 7.42 (m, 7H), 7.94 (s, 1 H ) 8.76 (d, J = 8.52 Hz, IH), 
12.07 (s, lH)o 

mmme o i s) 

5 3- (2- ( (3-^5=-;i/- 1- (3, 5-i^;<^)]/yjL-j\/) 

;wt^-r;i/) - 4- (3 -p<5^;v:^3;w^^-r;i/7 3iy^re^^^;i/) 71— 



TLC : Rf 0.17 (t^'DP^^^VA : p«t5'>'~;v=9 : 1) ; 
10 N M R (300 MHz, DMSO-d«) : <5 0.90 (m, 6H), 1.40 (m, IH), 1.67 (m, 2H), 2.24 
(s, 6H), 2.43 (m, 2H), 2.76 (d, J = 4.40 H^ 3H), 2.84 (m, 2H), 4.97 (m, IH), 5.13 (s, 
2H), 6.83 (s, IH), 6.95 (s, 2H), 7.13 (m, IH), 7.39 (m, 6 H ) 8.40 (m, IH), 8.75 (d, J 
= 8.52 Hz, IH), 12.08 (s, 1H)<, 

15 ^^J6 (3 1 9) 

3- (2- ( (3-p<^;i/-l- (3, ^-V^'^-J\^'7y^—)\/) :/5=-;i/) * 

^wt^'f;!/) -4 - (3-i^p?^;i/:^j;wt^-f;v:7 3i>'=3pt/p<9=-;i/) 7^1- 




COOH 
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COOH 




TLC : Rf 0.44 (^POs^;i/A : pft^y— ;p=9 : 1) ; 
N M R (300 MHz, CDaj) : 6 0.96 (d, J = 6.32 Hz, 3H), 0.97 (d, J = 6.32 Hz, 3H), 
1.69 (m, 3H), 2.29 (s, 6H), 2.68 (m, 2H), 2.98 (m, 5H), 3.08 (s, 3H), 4.98 (s, 2H), 
5 5.16 (m, IH). 6.85 (m, 2H), 6.97 (m, 5H), 7.28 (m, 4H) o 

(3 2 0) 

3- (2- ( (3-^5^;i/-l- (3, 5-t^^^;iy:i^=.)]y) ^5^;!/) :ki 

10 -^u^-M^m 




TLC : Rf 0.50 (iJ7DD7^;i/A : p«i5'>'--;i/=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 0.97 (m, 6H), 1.69 (m, 3H), 2.29 (s, 6H), 2.67 (m, 

2H), 3.00 (m, 2H), 4.62 (s, 2H), 4.98 (s,.2H), 5.16 (m, IH), 6.52 (d. J = 8.52 Hz, IH), 
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6.89 (m, 6H), 7.24 (m, 2H), 7.38 (m, 2H) o 
6 (321) 

3- (2- ( (3-^5^;i/-l- (3, 5-S^^5^;i/7ai-;i/) 




T L C : R f 0.24 (n-^dp-9-> : ®fKai^;i/= 1:1); 
N MR (300 MHz, CDCQ ' ^ 0.98 (d. J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
2.72 (m, 2H), 3.03 (m, 2H), 3.38 (s, 3H), 4.43 (s, 2H), 5.02 (s, 2H), 5.17 (m, IH), 
632 (d, J = 832 Hz, IH), 6.90 (m, 6H), 7.26 (m, 2H), 7.42 (m, 2H) o 

^laSgyS (3 2 2) 

3- (2- ( ( (1R> -3-^5^;i/-l- (3, 5 -i;^5^;i/:7 3in;i/) 

-4- (2, 5-i^>';i/;rD:7iy :i|ri^p<5^;i/) 7 



427 



wo 03/016254 



PCT/JP02/08120 




T L C : R f 0.44 (n-^=aptl-> : B^^3:5^;V= 1:2); 
N MR (300 MHz, CDCI3) : d 7.45-7.38 (m, 2H), 7.29 (d, J = 7.8 Hz, IH), 7.04 (m, 
IH), 6.96 (s, 2H), 6.91 (s, IH), 6.73 (m, IH), 6.62 (m, IH), 631 (d, J = 8.4 Hz, IH), 
5 5.17 (m, IH), 5.06 (s, 2H), 3.11-2.93 (m, 2H), 2.72 (t, J = 6.0 Hz, 2H), 231 (s, 6H), 
1.84-1.52 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 



10 



^^J6 (3 2 3) 
3- (2- ( ( (IS) 



3- p<5^;i/-l- (3, 5-i^^^J]/y3^—JV) 

4- (2, 5-S>7;i/;rD7 3iy:^i/p(5^;v) -7 



COOH 




TLC : Rf 0.44 (n-'N^^ity : i^^Ji5^;i/= 1 : 2) ; 

N M R (300 MHz, CDOg) : cS" 7.45-7.38 (m, 2H), 7.29 (d, J = 7.8 Hz, IH), 7.04 (m. 
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IH), 6.96 (s, 2H), 6.91 (s, IH), 6.73 (m, IH), 6.62 (m, IH), 6.31 (d, J = 8.4 Hz, IH), 
5.17 (m, IH), 5.06 (s, 2H), 3.11-2.93 (m. 2H), 2.72 (t, J = 6.0 Hz, 2H), 2.31 (s, 6H), 
1.84-1.52 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

mmme 024) 

2- (2- ( ( (IR) -3-^5=-;i/-l- (3, 5-$^^^;V7ai-;V) 
y'^JV) :iJJW^^^;U) -4- (2-7ai-;P:i:5^;i/) 7^1^:^$^) mm 

^COOH 



TLC : Rf 0.40 (^UU^;\/A : ;i/= 10:1) ; 

N M R (300 MHz, CDQ,) : 6 0.95 (d, J = 6.04 Hz. 6H), 1.62 (m, 2H), 1.82 (m, 
IH), 2.29 (s, 6H), 2.87 (s, 4H), 4.74 (s, 2H), 5.19 (m, IH), 6.82 (d, J = 8.24 Hz, IH), 
6.88 (brs, IH), 6.97 ( brs, 2H), 7.10 (m, 2H), 7.18 (m. 2H), 7.27 (m, 2H), 7.47 (m, 
2H)o 

3- (2- ( ( (IR) -3-^^;V-l~ (3, 5-5^p<5^;i/7aii:i;i/) 
r^^;!') :*;W"?^>r;i/) -4- (2-7;i/:4-D7aiy:^J/p(^;p) 7:ii::i;i/) 
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TLC:Rf 0.63 (i^-fti^^VV : ^^y— ;i/= 9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 7.46-7.38 (m, 2HX 7.28 (d, J = 7.8 Hz, IH), 
7.14-6.88 (m, 7H), 6.31(d, J = 7.8 Hz, IH), 5.15 (q, J = 7.8 Hz, IH), 5.09 (s, 2H), 
5 3.12-2.95 (m, 2H), 2.72 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.85-1.55 (m, 3H), 0.98 (d, 
J = 5.7Hz,6H)o 

^^J6 (3 2 6) 

3- (2- ( ( (IR) -3-^^)V-l- (3, 5-$;^5^;i/7air^;i/) 
10 *;W'?^>f;i/) -4- (4-7;i/:rn7i>^^r$^^^;i/) :7 3i— 




TLC : Rf 0.56 (i^Yb^^^V^- : ;V=9 : 1) ; 

NMR (300 MHz, CDCI3) : ^ 7.42-737 (m, 2H), 7.30-7.26 (m, IH), 7.02-6.85 (m. 
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7H), 6.30 (d, J = 8.1 Hz, IH), 5.16 (q, J = 8.1 Hz, IH), 4.98 (s, 2H), 3.10-2.95 (m, 
2H), 2.73 (t, J = 6.9 Hz, 2H), 2.30 (s, 6H), 1.85-1.50 (m, 3H), 0.98 (d, J = 6.3 Hz^ 
6H)o 

5 mmme 027) 

3- (2- ( ( (IR) -3-^^j]/-l- (3, 5-i^p<5^;i/7ain;i/) 




10 TLC : Rf 0.64 (MYb^5=-l/> : ^^y'— ;V=9 : 1) ; 

NMR (300 MHz, CDCl,) : 6 7.44-739 (m, 2H), 7.28-7.23 (m, IH), 7.00-6.80 (m, 
7H), 6.32 (d, J = 8.7 Hz, IH), 5.15 (q, J = 8.7 Hz, IH), 5.09 (s, 2H), 3.86 (s, 3H), 
3.10-2.95 (m, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.30 (s, 6H), 1.80-1.55 (m, 3H), 0.97 (d, 
J = 6.3Hz,6H)o 

15 

mmme 028) 

3- (2- ( ( (IR) -3-^5^;i/-l- (3, 5-i?^5^;i/7 3i-;i/) 
*;w^^-r;i/) -4- (2 :7i-;u) 
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COOH 



TLC : Rf 0.54 (m.<t^^U> : ;p=9 : 1) ; 

NMR (300 MHz; CDQa) : 6 7.44-7.40 (m, 2H), 7.30-7.26 (m, IH), 7.20-7.12 (m, 
2H), 6.96-6.83 (m, 5H), 6.25 (d, J = 8.7 Hz, IH), 5.16 (q, J = 8.7 Hz, IH), 5.04 (s, 
5 2H), 3.13-2.95 (m, 2H), 2.73 (t, J = 7.2 H z, 2H), 2.31 (s, 6H), 2.27 (s, 3H), 1.85-1.55 
(m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H)o 

^^J6 (3 2 9) 

3- (2-^:^7 3i-;i/^5=-;vi7;i//i^-j';i/-4- (2, 5-$^:7;i/;^D7ai 
10 y^^i^^i'^jv) 7ji— yu/^>m 



TLC : Rf 0.30 (^^-y-V : S^^x.5=-;i/= 1:1) ; 

NMR (300 MHz, DMSO-dc) : S2A2 (m, 2H), 2.72 (m. 2H), 5.11 (s, 2H), 6.43 (d, 

J = 9.07 Hz, IH), 6.74 (m, IH), 7.24 (m, lOH), 738 (m, J = 6.87 Hz, 2H), 7.54-7.52 




COOH 
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(m,4H)o 

mmme o 3 o) 

3 - (2- ( (1- (3, 5-P;<^J\/Z7 3^-)],) t^^U^^t^J]/) ijJW^ 




TLC : Rf 0.56 (^pnjJ^AA : pi^J^^— ;i/= 10:1) ; 
N M R (300 MHz, CDCI3) : <y 1.75 (m, 8H), 2.31 (s, 6H), 2.46 (s, 2H), 2.71 (t, J = 
7.42 Hz, 2H), 3.05 (t, J = 7.42 Hz, 2H), 5.12 (s. 2H), 6.18 (s, IH), 6.63 (m, IH), 6.76 
(m, IHX 6.88 (s, 1 H ) 7.04 (m, IH), 7.08 (s, 2H), 7.31 (d, J = 7.97 Hz, IH), 7.42 (m, 
IH), 7.55 (s, lH)o 

^^J6 (3 3 n 

3- (2- ( (1- (3, 5-s?^5^;i/7ai— ;i/) i'^D^>5=-;i/) *;w^ 
^-r;W -4- (2, 5-i?7;i/:^-D7iy^S/^^;v) :7:ii-;i/) rrp/i 
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COOH 



TLC : Rf 0,55 (^j7DDxJ>;PA : ^^y— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : d 1.88 (m, 4H), 2.16 (m, 2H), 2.31 (s, 6H), 2.46 (m, 
2H), 2.70 (t, J = 7.55 Hz, 2H), 3.02 (t, J = 7.42 Hz, 2H), 5.08 (s, 2H), 6.63 (m, IH), 
5 6.75 (m. IH), 6.88 (s, 1 H ) 7.02 (d, J = 5.22 Hz, IH), 7.05 (dd, J = 536, 1.51 Hz, 
IH), 7.08 (s, 2H). 7.29 (d, J = 7.69 Hz, IH), 7.40 (m, IH), 7.45 (s, lH)o 

mmme (332) 

3- (2- ( ( (IR) -3-^^;i/-l- (3, 5-i^^5=-;i/7 3:r:;i/) 

10 ::/5=-;i/) *;w^^-f;i/) -4 - (3-7;i/:4-D7i.y#s^.?<5=-;i/) 7 3iri;i/) 



TLC : Rf 0.56 (^nu-^Ji'J^ : ^^y— 10:1) ; 
NMR (300 MHz, CDCI3) : 6 0.98 (d, J = 6.32 Hz; 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
15 2.72 (m, 2H), 3.03 (m, 2H), 5.00 (s, 2H), 5.16 (m, IH), 6.31 (d, J = 8.24 Hz, IH), 
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6.70 (m, 3H), 6.91 (s, IH), 6.95 (s, 2H), 7.25 (m, 2H), 7.40 (m, 2H) o 

mrnme 033) 

3- (2- ( ( (IR) -3-:A^)]^-l- (3, 5-S^p«5=-;V7 3i^;V) 



TLC : Rf 0.58 (^'DnjJ^;^^ : ^tJ^y— ;i/= 1 : 1) ; 
N M R (300 MHz, CDCl,) : 6 0.98 (d, J = 6.32 Hz, 6H), 1.42 (t, J = 6.90 Hz, 3H), 
10 1.55-1.83 (m, 3H), 2.31 (s, 6H), 2.71 (t, J = 7.42 Hz, 2H), 3.00-3.06 (m. 2H), 4.09 (q. 
J = 6.90 Hz, 2H), 5.08 (s, 2H), 5.1 6 (m, IH), 6.32 (d, J = 8.24 Hz, IH), 6.84-6.95 (m, 
7H), 7.26 (t, J = 4.26 Hz, IH), 7.43-7.42 (m, 2H)o 

UMl^je C3 3 4) 

15 3- (2- ( (N- (2-^5^;i/rDb^;V) -N- (3, 5-S^^^;b7i 
—JV) T^^) ijjW^^^JV) -4- (2, 5-i^yjV:;tu-y3^j^ty^^ 




COOH 
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F. 




TLC : Rf 0.41 (:5^np:t^;i/A : ^^y'— ;i/= 10:1) ; 
N M R (300 MHz, CDCI3) : 6 1.04 (d, J = 6.87 Hz, 6H), 2.07 (m, IH), 2.26 (s, 6H), 
2.81 (t, J = 7.42 Hz, 2H), 3.15 (t, J = 7.42 Hz, 2H), 3.39 (d, J = 7.42 Hz, 2H), 5.12 (s, 
5 2H), 6.52 (s, IH), 6.5 4 (s, 2H), 6.63 (m. IH), 6.76 (m, IH), 7.05 (m, IH), 7.38 (d, J 
= 7.97 Hz, IH), 7.48 (dd, J = 7.97, 1.10 Hz, IH), 7.57 (d, J = 1.10 Hz, IH), 7.70 (s, 
lH)o 

^^J6 (3 3 5) 

10 3- (2- ( 1 1 - (3, 5-i;p<^;v7 3i^;i/) zrui^jv) t, 
;w^^-f;i/) -4- (2, 5-s^7;i/:a-D7aay:3psxp{5=-;i/) :7 3i-;i/) y 




T L C : R f 0.41 (^^ D n;jN;i/A : ^ y'~;i/= 19:1) ; 
15 N M R (300 MHz, CDCI3) : 6 0.82 (t, J = 7.28 Hz, 6H), 2.20 (m, 4H), 231 (s, 6H). 
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2.76 (t, J = 7.49 Hz, 2H), 3.09 (t, J = 7.49 Hz, 2H), 5.10 (s, 2H), 6,13 (s, IH), 6.62 (m, 
IH), 6.76 (m, IH), 6.88 (s, IH), 6.97 (s, 2H), 7.04 (m, IH), 7.32 (d, J = 7.97 Hz, IH), 
7.43 (dd, J = 7.97, 1.37 Hz, IH), 7.54 (d, J = 137 Hz; lH)o 

5 mmme (3 3 6) 

3- (2- (4- (3, 5-i^pt5^;i/7 3ir:;i/) 7-?— t 4 — T 

A;w^^>r;i/) -4- (2, 5-s^7;i/;rn7 3i>'^$/;>«^;i/) 701^ 




10 TLC : Rf 0.42 (^an:iJ^;i/A : pti^y— 1 0 : 1) ; 

N M R (300 MHz, CDCI3) : 6 2.23 (m, 2H), 2.32 (s, 6H), 2.47 (m, 2H), 2.71 (t, J 
= 7.28 Hz, 2H), 3.03 (t, J = 7.28 Hz, 2H), 3.84 (m, 4H), 5.09 (s, 2H), 6.50 (s, IH), 
6.63 (m, IHX 6.75 (m, IH ), 6.91 (s, IH), 7.05 (m, IH), 7.09 (s, 2H), 730 (d, J = 
7.80 Hz, IH), 7.43 (dd, J = 7.80, 1.10 Hz, IH), 7.54 (d, J = 1.10 Hz, lH)o 

15 

mmm e (337) 

3- (2- ( ( (IR) -3-^5^;i/-l- (3, 5-S^^^;i/7ai-;i/) 
-^^j]/) >J7;wt^-r;i/) -4- (s-i/rpy 7aiydf^sx^^;i/) :7jc-;i/) 
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TLC : Rf 0.55 (^nD>^;i/A : ;i/=9 : 1) ; 

N M R (300 MHz, CDCQ : 6 0.98 (d, J = 6.59 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
2.72 (m, 2H), 3.03 (m, 2H), 5.03 (s, 2H), 5.17 (m, IH), 6.37 (d, J = 8.79 Hz, IH), 
5 6.91 (s, IH), 6.96 (s, 2H), 7.17 (m, 2H), 7.28 (m, 2H), 7.39 (m, 3H) o 

mmme o 3 8) 

3 - (2 - ( ( (IR) - (3, 5-S^^5^;i/7ai-;i/) 

*;w^^-f;i/) -4- (2, 4-i^:7;i/3i-D7 3iy^p>>;^5^;i/) 7 
10 3^—)]/) yuj'i>M. 




TLC : Rf 0.51 (^Dn:^;!/^ : ;i/= 9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 0.99 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 231 (s, 6H), 

2.71 (m, 2H), 3.03 (m, 2H), 5.04 (s, 2H), 5.16 (m, IH), 6.34 (d, J = 8.24 Hz, IH), 
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6.77 (m, IH), 6.90 (m, 5H), 7.27 (m, IH), 7.39 (m, 2H) o 

mmme (339) 

3- (2- ( ( (IR) -3-p?^;i/-l- (3, 5-5;^^;b7 3^-;i/) 
5 y'^JV) tl^W^^^)]/) -4- (2, 5-i^^5=-;i/7 3iydp$/^5^;i/) 7a; 




TLC : Rf 0.51 (^j7PD;Jj;i/A ;i/= 9 : 1) ; 

N M R (300 MHz, CDCO : d 0.98 (d, J = 6.18 Hz, 3H), 0.99 (d, J = 6.18 Hz, 3H), 
10 1.71 (m, 3H), 2.22 (s, 3H), 2.30 (s, 6H), 2.31 (s, 3H), 2.72 (t, J = 7.55 Hz, 2H), 3.04 
(m, 2H), 5.02 (s, 2H), 5.15 (m, IH), 6.27 (d, J = 8.79 Hz, IH), 6.71 (m, 2H), 6.90 (s, 
IH), 6.95 (s, 2H), 7.04 (d, J = 7.14 Hz, IH), 7.28 (d, J = 7.69 Hz, IH), 7.42 (m, 2H)o 

mmme (340) 

15 3 - (2 - ( ( (IR) -3-p«^;v-i- (3, 5-$^p<5=-;i/:7:ii-;i/) 
:>'^;v) :it7;wt^>f ;i/) -4- (2 -^Dn:7aiy :^F-^'pt5=-;i/) 73i-;i/) 
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TLC : Rf 0.49 (^DP3|>;i/A : p?^^'— ;i/=9 : 1) ; 
N MR (300 MHz, CDCI3) : 6 0.98 (d, J = 6.18 Hz, 3H), 0.99 (d, J = 6.18 Hz, 3H), 
1.71 (m, 3H), 2.31 (s, 6H), 2.72 (t, J = 7.14 Hz, 2H), 3.04 (m. 2H), 5.12 (s, 2H), 5.16 
5 (m, IH), 6.32 (d. J = 8.52 Hz, IHX 6.94 (m, 5 H), 7.21 (m, IH), 7.28 (d, J = 7.97 Hz, 
IH), 7.41 (m, 2H), 7.52 (d, J = 1.65 Hz, lH)o 

6 (341) 

3- (2- (l-^5=-;i/-l- (3, 5-i^^5^;i/7ai^;i/) x,^;]/) ^)\, 
10 /^^-r;i/) -4- (2, ^-V7y\/iruy:s^j^=i/:^^)\/) -73^-)^/) ytt 




TLC : Rf 0.49 (i>DD7}^;i/A : ^^5^>'~;i/= 9 : 1) ; 
N MR (300 MHz, CDOg) : d 1.80 (s, 6H), 232 (s, 6H), 2.75 (t, J = 7.42 Hz, 2H), 
15 3.08 (t, J = 7.42 Hz, 2H), 5.08 (s, 2H), 6.33 (s, IH). 6.62 (m, IH), 6.75 (m, IH). 
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6.90 (s, IH), 7.03 (m, IH), 7.07 (s, 2H), 7.30 (d, J = 7.98 Hz, IH), 7.41 (dd, J = 7.98, 
1.51 Hz, IH), 7.49 (d, J = 1.51 Hz, lH)o 

6 (3 4 2) 

5 3- (2- ( ( (IR) -3-^5^;i/-l- (3, 5 - t^p? 

^COOH 



TLC : Rf 0.52 i^uun^Jl/I^ : ;i/= 10:1) ; 

N MR (300 MHz; CDCQ : <5 0.98 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H). 2.31 (s, 6H). 
10 2.73 (m, 2H), 3.03 (m, 2H), 5.02 (s, 2H), 5.16 (m, IH), 6.28 (d, J = 8.24 Hz, IH), 
6.91 (s, IH), 6.97 (m, 5 H), 7.29 (m, 3H), 7.42 (m, 2H) o 

mmme (343) 

3- (2- ( ( (IR) -3-^5=-;i/- 1- (3, 5-t^^^)Vy:x,~)U) 
15 :/5^;i/) :!b;w'?^-r;i/) -4- (2-a^^;i/:7:ii^d|^^'p<5=-;u) 7ar-;i/) 
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TLC : Rf 0.51 i^UUTf^JVA : ^^5^^— ;i/= 10:1) ; 
N M R (300 MHz, CDQ,) : 6 0.98 (dd, J = 6.18, 2.61 Hz, 6H), 1.20 (t, J = 7.55 Hz, 
3H), 1.70 (m, 3H), 230 (s, 6H), 2.71 (m, 4H), 3.03 (m, 2H), 5.05 (s, 2H), 5.17 (m, 
5 IH), 6.23 (d, J = 8.52 Hz, IH), 6.90 (m, 5H), 7.16 (m, 2H), 7.28 (d, J = 8.52 Hz, IH), 
7.42(iii,2H)o 

mmme (3 4 4) 

3- (2- ( ( (IE) -3-p«^;i/-l- (3, 5-^p«5=-;i/7 3in;v) 
10 *;w^^>f;i/) -4- (3-i7PD73i^=3p$/;>«5=-;i/) 




T L C : R f 0.52 (^ n D7}>;PA : ^ y — ;V= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 0.99 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
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2.72 (m, 2H), 3.03 (m, 2H), 5.00 (s, 2H), 5.17 (m, IH), 6.30 (d, J = 8.79 Hz, IH), 
6.84 (m, IH). 6.91 (s, IH), 6.96 (m, 4H), 7.24 (m, 2H), 7.40 (m, 2H) o 

mmme (345) , 

5 3 - (2- (4- (3, 5-S^^5=-;V7 3i-;i/) t Kn5^;^lfv >- 4 
— r;i/) *;wN'^-f;i/) -4- (2, 5-i^7;i/:;^-D7i>'^$/p{5^;i/) :7 
I— ;v) T'Dv^iv^ 




TLC : Rf 0.58 (^^DPiJ^^l/A : pt^^'— ;v=9 : 1) ; 
10 NM R (300 MHz, CDCI3) : d 2.25 (m, 2H), 231 (s, 6H), 2.61 (m, 2H), 2.76 (m, 
4H), 3.03 (m, 4H). 5.11 (s, 2H), 6.28 (s, IH), 6.63 (m, IH), 6.77(m, IH), 6.90 (s, IH), 
7.06 (m, 3H), 7.32 (d, J = 7.97 Hz. IH), 7.44 (dd, J = 7.97. 1.80 Hz, IH), 7.57 (d, J = 
1.80 Hz, lH)o 

15 ^^J6 (3 4 6) 

3- (2- ( l-^>i^;i/-4- (3, 5-i^^5^;i/7 3^i:i;i/) tr^u$^> 
-4— f;i/) *;WN*^'f;i/) -4- (2, 5 -t^-7)]/:^u-7 
;i/) 7'D71>^ 
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COOH 



TLC : Rf 0.52 (^□d:^;1/A : ^^7— ;i/=6 : 1) ; 
NMR (300 MHz, CD3OD) : 6 2.17 (m, 2H), 2.29 (s, 6H), 2.61 (t, J = 7.42 Hz, 2H), 
2.76 (m, 2 H), 2.95 (m, 4H), 3.16 (m. 2H), 4.06 (s, 2H), 5.13 (s, 2H), 6.64 (m, 
5 IH), 6.90 (s, IH), 6.97 (m. IH), 7.09 (m, 3H), 7.43 (m, 8H) o 

mm\6 (3 4 7) 

3- (2- (1, l-2^*;^->-4- (3, 5-5^^^;i/7az-;i/) /'?-t: K 

D5^:^tr^>-4 — -4- (2, 5-s^7;v:ro7i 
10 y'^Jpi/pi^^;!/) :7ai^;i/) T'n/iv^ 




COOH 



TLC : Rf 0.49 (tJ7DD7}N;i/A : ^^S^y— ;i/=9 : 1) 
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N M R (300 MHz, CDO^) : 6 2.31 (s, 6H), 2.75 (m, 4H), 3.04 (m, 6H), 3.40 (m, 
2H), 5.07 (s, 2H), 6.62 (m, IH), 6.76 (m, IH), 6.94 (s, IH), 7.03 (m, 4H), 730 (d, J = 
7.97 Hz, IH), 7.45 (m, IH), 7.51 (m, lH)o 

5 mmme (3 4 8) 

3- (2- ( (4- (3, 5-i>y^^J]/7x.=.)V) >'l— t KDtf^>-4- 
-f;i/) :!J7;w^^>f;i/) -4- (3 -t^y ^ y ^t/ji^j]/) yx.-)]/) zr 



10 TLC : Rf O.24(n-^=3p-t^>:0^3^^;V:S^^= 1 0 0:1 00:1) ; 
N M R (300 MHz, DMSO-d«) : 6 1.93 (m, 2H), 2.26 (s, 6H), 2.39 (m, 2H), 2.49 (m, 
2H), 2.86 (m, 2H), 3.74 (m, 4H), 5.20 (s, 2H), 6.84 (s, IH), 7.04 (s, 2H), 7.42 (m, 
7H), 8.59 (s, IH), 12.09 (s, lH)o 

15 gfeSS^je (3 4 9) 

3- (2- ( (2, 6-$^^5^;i/-4- (3, 5-5;p«5^;V7 3i-;i/) -4 
-^r^;v) :^3;i/n^-f ;i/) -4- (2, 5-$^7;i/2|-D7 3iy^^'^5=-;i/) 
:7 3i^;i/) 7'D7i>M 
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TLC : Rf 0.66 (n-^=^1?-> :i^^3^^;i'= 1 : 1) ; 
N M R (300 MHz, CDCQ : 6 0.75 (d, J = 6.59 Hz, 6H), 0.84 (d, J = 659 Hz, 6H), 
1.58 (m, 2H), 2.11 (dd, J = 14.28, 5.22 Hz, 2H), 2.22 (dd, J = 14.28, 6.06 Hz, 2H), 
5 231 (s, 6H), 2.79 (t, J = 7.55 Hz, 2H), 3.11 (t, J « 7.55 Hz, 2H), 5.12 (s, 2H), 6.25 (s, 
IH), 6.62 (m, IH), 6.76 (m, IH), 6.86 (s, IH), 6.94 (s, 2H), 7.04 (m, IH), 7.34 (d, J = 
7.91 Hz, IH), 7.44 (dd, J = 7.91, 1.65 Hz, IH), 7.57 (d, J = 1.65 Hz, lH)o 

mmm 6 ( 3 5 o ) 

10 3- (2- ( (4- (3, 5-$^p?^;i/7 3i-;i/) ^'i— t KDt:^>-4- 
73a— ;i/) :7'D>''«>^. 




TLC:Rf 0.41(n—v:3e-y->:B^^:c5^;i/: 1^^=10 0 : 1 00 : 1) ; 
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N M R (300 MHz, CDCI3) : 6 2.24 (m, 2H), 2.32 (s, 6H), 2.46 (m, 2H), 2.70 (t, J 
= 7.42 Hz, 2H), 3.03 (t, J = 7.42 Hz, 2H), 3.83 (m, 2H), 3.93 (m, 2H), 5.12 (s, 2H), 
6.47 (s, IH), 6.67 (m, IH), 6.73 (dd, J = 10.03, 2.61 Hz, IH), 6.91 (s, IH), 7.09 (s, 
2H), 7.33 (m, 2H), 7.43 (m, IH), 7.62 (d, J = 1.65 Hz, IH) o 

5 

^^J6 (3 5 1) 

3- (2- ( (4- (3, 5 -i;p<5^;i/7iri;i/) t l<Dl^^>-4- 
-f;^) *;w^^>r;i/) -4- (2-^DP-5-^^;i/7 3iy:3!ri^p«^;i/) 
7 3i^;i/) rT'p^'"?^^ 



10 




TLC : Rf 039 (n-^^V> :mm:i:-^)l :mm= 1 0 0:1 00:1); 
N MR (300 MHz, CDCI3) : 6 2.23 (m, 2H), 2.32 (s, 6H), 2.33 (s, 3H), 2.46 (dd, J 
= 13.32, 1.51 Hz, 2H), 2.69 (t, J = 7.28 Hz, 2H), 3.03 (t, J = 7.28 Hz, 2H), 3.83 (m, 
2H), 3.92 (m, 2H), 5.12 (s , 2H), 6.46 (s, IH), 6.75 (m, IH), 6.81 (s, IH), 6.90 (s, IH), 
15 7.09 (s, 2H), 7.27 (m, 2H), 7.43 (m, IH), 7.66 (s, IH) o 

^^J6 (3 5 2) 

3- (2- ( (4- (3, 5-S^p{5=-;i/7 3in;i/) 71— t t:^>- 4 - 
-r;i/) ?!j;wi^>r;i/) -4- (2, 5-i^^DD:7 3i>':^ix;>?^;i/) -73^- 
20 ;i/) :rD>'i>M 
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COOH 



TLC : Rf 0.39(n-^:^-9->:B^K3i5^;i/:gt^= 1 0 0:1 0 0:1); 
N M R (300 MHz, CDCI3) : 6 2.25 (m, 2H), 232 (s, 6H), 2.47 (m, 2H), 2.71 (t, J 
= 7.14 Hz, 2H), 3.04 (t, J = 7.14 Hz, 2H), 3.83 (t, J = 10.30 Hz, 2H), 3.93 (m, 2H), 
5 5.12 (s, 2H), 6. 46 (s, IH), 6.95 (m, 3H), 7.09 (s, 2H), 7J2 (m, 2H), 7.43 (m, IH), 
7.63 (d, J = 1.65 Hz, lH)o 

mmm 6 (353) 

3- (2- ( (4- (3, 5-V^^)iy :^=.)\y) yl-t FDl^^>-4- 

^COOH 



TLC : Rf 0.36(n— ^=^1^>:i^^5^;i/:B^M= 1 0 0:1 00:1); 
N M R (300 MHz, CDCI3) : 6 2.23 (m, 2H), 2.31 (s, 6H), 2.46 (m, 2H), 2.69 (t, J 
= 7.28 Hz, 2H), 3.02 (t, J = 7.28 Hz, 2H), 3.79 (m, 2H), 3.91 (m, 2H), 5.05 (s, 2H), 
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6.48 (s, IH), 6.90 (s, IH). 6.99 (m, 3H), 7.08 (s, 2H), 7.30 (m. 3H), 7.43 (m, IH), 
7.50 (s, lH)o 

mmme (354) 

5 3- (2- ( (4- (3, 5 -S^p<5^;i/7:n-;i/) >'^•-t. h•Dl^^>-4- 
-r;^) *;w^^'f;i/) -4- (3-^DD7aiy^f^i/^5^;i/) 73^^;!/) y 




TL C : Rf 0.35 (n-^:^1^> :WFm^'^f\^ :mm= 10 0:100;!); 
10 NMR (300 MHz, CDCI3) : 6 2.24 (m, 2H), 2.32 (s, 6H). 2.48 (d, J = 15,11 Hz, 
2H), 2.71 (t, J = 7.14 Hz, 2H), 3.02 (t, J = 7.14 Hz, 2H), 3.79 (m, 2H) 3.92 (m, 2H), 
5.03 (s, 2H), 6.50 (s, IH), 6.85 (m, IH), 6.91 (s, IH), 6.97 (m, 2H), 7.08 (s, 2H), 7.22 
(m, IH), 730 (d, J = 7.97 Hz; IH), 7.41 (m. IH) 7.47 (s, IH) o 

15 6 (3 5 5) 

3- (2 - ( (4 - (3, 5 -S^^^;i/7:ii-;i/) ^'l— t Ka tr^ >- 4 - 
*;W^•^'f';^) -4- (3 -7;i/:^-D7iy#^';»?5^;i/) 7icri;i/) 
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COOH 



TLC : Rf 0.43 (^uUTi^jVA : ;i/= 10:1) ; 

N MR (300 MHz, CDOj) : 6 2.27 (m, 8H), 2.45 (m, 2H), 2.72 (t, J = 7.28 Hz, 2H), 
3.03 (t, J = 7.28 Hz, 2H), 3.87 (m, 4H), 5.04 (s, 2H), 6.48 (s, IH), 6.72 (m, 3H), 6.91 
5 (s, IH), 7.09 (s, 2 H), 7.22 (m, IH), 7.30 (d, J = 8.24 Hz, IH^ 7.43 (d, J = 7.97 Hz, 
IH), 7.48 (s, lH)o 

6 (3 5 6) 

3- (2- ( (4- j;3, 5-i^^^)]yy 71-11 KDlf^V-4- 

10 *;w^^-r;i/) -4- (2, 5-$^p{5=-;i/7aiy^$^p«5^;i/) 



TLC : Rf 0.43 (^DD/^;i/A : ^^y— ;i/= 10:1) ; 

N MR (300 MHz, 0x33) : 6 2.26 (s, 6H), 2.28 (m, 2H> 2.32 (s, 6H), 2.44 (m. 




.COOH 
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2H), 2.72 (t, J = 735 Hz. 2H), 3.04 (t, J = 735 Hz, 2H), 3.82 (m, 2H) 3.93 (m, 2H), 
5.06 (s, 2H), 6.40 (s, 1 H), 6.73 (m, 2H), 6.91 (s, IH), 7.06 (d, J = 7.69 Hz, IH), 7.09 
(s, 2H), 7.30 (d, J = 7.69 Hz, IH), 7.45 (dd, J = 7.69, 1.65 Hz, IH), 7.56 (d, J = 1.65 
Hz,lH)o 



naigije (3 5 7) 

3- (2- ( (l-;»?5^;i/:^;i/jJx^;i/-4- (3, 5 -:yp?^;i/7 3iri;i/) 

t;^>js^>-4->r;i/) it3?vj^^-f)\/) -4- (2, 5-i^7;i/;*-D:7xy 



TLC : Rf 0.42 (^DD/t^;i/A : ;i/= 10:1) ; 

N MR (300 MHz, CDQa) : 6 2.24 (m, 2H), 2.32 (s, 6H), 2.70 (m, 4H), 2.78 (s, 
3H), 3.03 (t, J = 7.14 Hz, 2H), 3.13 (t, J = 11.13 Hz, 2H), 3.68 (m. 2H), 5.07 (s, 2H), 
6.52 (s, IH), 6.63 (m, IH), 6.75 (m. IH), 6.92 (s, IH), 7.03 (m, IH), 7.08 (s, 2H), 
15 7.29 (d, J = 7.97 Hz, IH), 7.41 (d, J = 7.97 H^ IH), 7.51 (s, lH)o 

giaSglJ6 (3 5 8) 

3- (2- ( (4- (3, 5 -i^^^;i/7ai-;i/) v'l— t Kn tf^>- 4 - 

-r;i/) *;w^^-Y;i/) -4- (2-7;l'2^D7 j^y^rS^^^;!/) 731— ;i/) 



5 




COOH 



10 



451 



wo 03/016254 



PCT/JP02/0812O 




TLC : Rf 0.43 (4^Dnj}t;i/A : y<i^y—JV= 10:1) ; 
N M R (300 MHz, CDOa) : 6 2.26 (m, 2H), 2.32 (s, 6H), 2.45 (to, 2H), 2.71 (t, J 
5 = 7.14 Hz, 2H) 3.03 (t, J = 7.14 Hz, 2H), 3.82 (m, 4H), 5.13 (s, 2H), 6.48 (s, IH), 
7,02 (m, 7H), 7.30 (d, J = 7 .69 Hz, IH), 7.44 (d, J = 7.69 Hz, IH), 7.56 (s, lH)o 

^^J6 (3 5 9) 

3- (2- ( (4- (3, 5-^^^;V7 3^-;i.) ^'I— t Kn li^ >- 4 - 

10 -r;v) ;b;wN*^^;i/) -4- (2-i7PD7 3i^^2^^^;i') 731— ;i/) 




TLC : Rf 0.43 (^nD*:;i/A : 10:1) ; 

N M R (300 MHz, CDO^) : 6 2.25 (m, 2H), 2.32 (s, 6H), 2.46 (m, 2H), 2.70 (t, J 
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= 7.42 Hz, 2H) 3.03 (t, J = 7.42 Hz, 2H), 3.85 (m, 2H), 3.93 (m, 2H), 5.15 (s, 2H), 
6.45 (s, IH), 6.91 (s, IH), 6.97 (m, 2H), 7.09 (s, 2HX 7.22 (m, IH), 7.30 (d, J = 7.97 
Hz, IH), 7.42 (m, 2H), 7.65 (s, lH)o 

5 mmme o 6 o) 

3- (2- ( (4- (3-p{5^;i/7ic-;i/) 71— t h'Dtr^>-4--r;b) 
*;wt^>f;i/) -4- (2, 5-:j?7;i/3rn7iy^ri/^5=-;v) -7^1— )v) 



10 TLC : Rf 0.55 (^DD5j^;i/A : jji^^y'— ;i'=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 2.25 (m, 2H), 2.36 (s, 3H), 2.50 (m, 2H), 2.70 (t, J 
= 7.21 Hz, 2H), 3.01 (t, J = 7.21 Hz, 2H), 3.88 (m, 4H), 5.08 (s, 2H), 6.57 (s, IH), 
6.63 (m, IH), 6.76 (m, IH), 7.05 (m, 2H), 7.27 (m, 4H), 7.42 (dd, J = 8.12, 1.71 Hz, 
IH), 7.52 (d, J = 1.71 Hz, lH)o 

15 

3- (2- ( (4- (:»-7i5^V>- 1— r;i/) 71— t KDlf^>-4->r;i/) 
:i3;wi^-r;i/) -4- (2, 5 -5^7;i/:^D7 3iy^rS^;><5^;i/) 

7*0 71 >^ 




COOH 
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COOH 



TLC : Rf 0.53 (^DD:^;i/A : ^^^--)V=9 : 1) ; 
N MR (300 MHz, CDCI3) : 6 2.50 (m, 4H), 2.85 (m, 4H), 3.97 (m, 4H), 5.02 (s, 
2H), 6.64 (m, IH), 6.73 (m, IH), 7.07 (m, 2H), 7.23 (d, J = 7.69 Hz, IH), 7.43 (m, 
5 5H), 7.74 (d, J = 7.42 Hz, IH), 7.80 (d, J = 7.97 Hz, IH), 7.89 (m, IH), 8.42 (m, IH) o 

Hisgye (3 6 2) 

3- (2- ( (l-^^;i/-4- (3, 5-:^^5=-;V7:iir:;i/) tf^US^V 
-4— f;i/) *;w^^'i';v) -4- (2, 5 -i^7;i/;4-D>'a:y:^i/p{5^;i/) 

10 7 3:::i;V) irO/'IV^ 



TLC : Rf 0.37 (^^DD5j^;i/A : ^1$^ ^ — ;i/ : 28%7>^— 7zl<= 4 0 : 
10:1) ; 

NMR (300 MHz, DMSO-dj) : 6 1.85 (m, 2H), 2.19 (s, 3H), 2.25 (s, 6H), 2.29 (m. 




COOH 



N 
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2H), 2.46 (m, 4H), 2.65 (m, 2H), 2.89 (t, J = 7.83 Hz, 2H), 5.21 (s, 2H), 6.77 (m, IH), 
6.82 (s, IH), 7.03 (s, 2H), 7.29 (m, 5H), 8.50 (s, lH)o 

lfe6fi^J6 (3 6 3) 

5 3- (2- ( (1 -3^5=-;i/-4- (3, 5-i^^5=-;b7:n-;b) l^^i;^> 
-4 — f;i/) *;w^^.i';i/) -4 - (2, 5 -^7;i/3j-D7aiy'd||^2/'p<5^;i/) 
7 31— •yx2?^^^Wi 



TLC : Rf 0.39 (^DD^;VA : ;V=5 : 1) ; 

10 N M R (300 MHz, CD3OH) : (J 1.29 (t, J = 7.28 Hz, 3H), 2.20 (m, 2H), 2,31 (s, 6H), 
2.62 (t, J = 7.14 Hz, 2H), 2.85 (m, 2H), 2.98 (t, J = 7.14 Hz, 2H). 3.03 (m, 4H), 3.34 
(m, 2H), 5.12 (s. 2H), 6.63 (m, IH), 6.92 (s, IH), 6.96 (m, IH). 7.08 (m. IH), 7.14 (s, 
2H), 7.40 (m, 3H)o 

15 6 (3 6 4) 

2- (2- ( (3-;>t5^;i/- 1- (3, 5 -S^^5=-;i/7a:::i;i/) ib 
;W"?^>r;i/) -4-^>i?;V:^:;^rS^7aiy'^rS^) 




COOH 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.42 (^XiU^;}/^ : j^^^—}]/= 10:1) ; 
NMR (300 MHz, CDQs) : 6 0.95 (d, J = 6.32 Hz, 6H), 1.63 (m, 2H), 1.84 (m, 
IH), 2.28 (s, 6H), 4.73 (s, 2H), 5.03 (s, 2H), 5.19 (m, IH), 6.85 (d, J = 8.70 Hz, IH), 
5 6.87 (s, IH), 6.98 (s, 2H) 7.02 (dd, J = 8.70, 3.02 Hz, IH), 7.35 (m, 5H), 7.57 (d, J = 
3.02 Hz, IH), 7.94 (d, J = 8.52 Hz, lH)o 

mmm 6 ( 3 6 5 ) 

2- (2- ( (3-pi5=-;i/- 1- (3, 5-s^p<5^;i/7 3^^;i/) y-^))/) * 
10 ;wt^>f;v) -4 - (2-^ap-6-7;i/:4-D'^>^;i/5rdp2^) ^a^y^r 




TLC : Rf 0.42 (^uutJpjVA : ^^J^y— 10:1) ; 

NMR (300 MH^ CDQs) : 6 0.96 (d, J = 6.32 Hz, 6H), 1.66 (m, 2H), 1.84 (m. 
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IH), 2.30 (s, 6H), 4.76 (s, 2H), 5.16 (s, 2H), 5.20 (m, IH), 7.01 (m, 6H), 7.28 (m, 
2H), 7.49 (d, J = 3.02 Hz, IH) 7.54 (d, J = 7.97 Hz, lH)o 




TLC : Rf 0.50 i^^V-> : B^^3^5=-;i'= 9 : 1) o 

4- [4- ( t -:rh:^2^:^;i/jj?-;i,) - 2 -ri h d :7ai :7^>^^ 

15 




ffiiS*^* (MISYbbfe*)®^ 19.6g) cDt' h^t KD^^V (10 0ml) 
Sg3SJ«[tis i^rrn^cna^v (o.iml) 5:^^MgSgbfeo cntci h U 

p<5^;i/i^U;i/>>D^^ K (o.iml) *iD;t, #^K:5^^H^«ibfe^s 
20 T-r4-3-K:7^i5^>j^p<5^;i,(45.6g)07-).^t. KD7^>(1 0 0ml) 
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-7^. ^m^XWB.X^t^ih'^ (34.9g) CD7^h^llKD:7^>(100 
ml) ^{Z-^-fb (1, y) 7a^D-fe» 

5 /1^>:^'i7A (II) (2.20g) <^Jn^:fe:o C©^^!|^Sfc±f3T?M3itbfeM^4- 
3>-I*::/^>^p<^;i,05i|.^t h*P7^>^?g (2 0 Ommo ^ 

A^'Dx'h^^^^'f— (^=3plJ-> : B^K3i5=-;i/= 9 : 1^4 : 1) TfMISb 
T^ Ji^TCi^ttfit^^^^^S^b-^ (24.47 g) ^f#}fco 
T L C : R f 0.24 ('v^-y-^' : mWL:^^)V= 9 : 1 ) o 

15 1 

4- (4->b;i/7ii:3^$<^-2-nhD7 3i— ;i/) 



#%^J1 O-eMBbfe-fb-^i^ (24.4 g) ©T-V— ;i/ (3 8ml) 
hU7;i/3}-D@^^ (2 9ml) ^B^^6 O'Cfl^^m^bfeo 
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T L C : R f 031 i^^V-> : @^^ai^;i/= 1 : 1 ) o 
##^J1 2 



##^J 1 1 -^mMhftiiy^ (15.58 g ) X h U ^ > (I0.6m 1 ) 
©T^h^li KD7^> (6 Qml) TK^frT"^. ^^DD^m^^^;!^ (6.2 

^^m-^hV^A (11.1 g) ©7k (6 0ml) ^t3^Jc^^TT??^TLT. 
5^;i/=2 : : 1) -eM®ibt> OTO^^ttiit^^W^^^m-fb-^ (12.26 

g) <fef^fco 

TLC : Rf 0.46 (^^^i^-^ : B^^az5^;i/= 1:1), 

4- [4- (t-:/5^;i/S^^5^;v$/'j;i/;r=3|r$^-><^;i/) -2-— hn^oir: 
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H3C 
H3C 




>3 



#%^J 1 (4.078 g) :fectW (1.646 ff) CD 

N, N-S^^^^;!/*;!/^^^ K (20ml) mWiiZ^ zk^^TT? t 

^5^;i/i-u;ve7DU h* (2.664 g) ^m^. m^^Mmx-m^m^ht^Lo m 

5 jitm-^^izyk^m^. -N:3^-y->-^atBbfco *raJB^7jc-f^5fc#U MtIcOT 

T L C : R f 0.69 (^^iJ-> : I^^a:^;i/= 3 : 1 ) » 
10 ##^J1 4 

4- C2-T^>'-4- (t-:/^;i/i^^5^;i/S^U;i/;r=3pt^p«^;i/) ^^iri 



m^miSHm^htd^h^ (6.02g) CD;^^5^y— ;i/ (30ml) ^tl. 

15 10%^^^i^^Amm (4 2 Omg) *iD;t^ zfci^^HmT^^a-?? 1 

-Tb-^ (5.43 g) ^^#feo 

TLC ; Rf 0.38 (^^i?-> : B^^3i5^;i/= 4 : 1) » 




CH 



>3 



20 ^mi5 
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4- [4- (t-y^JW:^y>^;W>VJ]^:t^ty;<^)V) -2- [1- (1- 




TA:=t>mm^-r. mmm i ^-^mMx.rz^t-mi (5.43 g) :js2iv^}fvp> 

5 (2.60ml) <Dimj:>^^U> (2 0ml) mWLi::. ^Jc?^T-^a-^5=-;V- 1 - 
±y^jmm^u^^ K (3^2g) (omh^^\y> (l Oml) ^<&?iSTU 

10 -/b-^^^ftfco 

TLC : Rf 0.39 (^=5p-y-> :S^^j::^;i/=4 : 1) o 

4- (2- ( (2- 1 --f;i/) rD7iy^;v) T^y) -4 

15 - 1 K D x.—)]/) y^f >^pt 




461 



wo 03/016254 



PCT/JP02/08120 



s-ei^bfe-fb-^tjcDT^ h^t KD7^> (3 0ml) mmtzy' 
h^r5=-;i/T>^^'>A7;i/:r^>f K (2 4mi) ^^^^^ m^-^^^Mr^ 

5 mmit^ (5.02 g) ^mco 

T L C : R f 0.27 (^dPt^-^ : i^jS3i5^;i/= 1 : 1) o 

mmmi (a) 

4- (2- (1- (l-:^75^;^) ai5^;i/) A;i/7jfr^;iyT^->'-4-t Kd 

10 dp^'p?5^;i/7a:r:;V) ::^^5' >^;><^;i/3l>^5r;i/ 



##«ajl ST^jgUfe-fb-^CT^ h^t 1«D7^> (3 0ml) 
h^r5^;i'T>^-'>A7;i/:4-^-l' F (2 4ml) ^ia^. U^^Mm-C 

mmit^ (5.o2g) &#fco 

T L C : R f 0.27 i^^^)-> : g^^3i5=-;V= 1 : 1 ) o 
ll]&fe^J7 (b) 

20 4- (2- ( (2- (:^7^i/>- i->r;i/) rD>'V>f;i/) t^^) -4 
- (4-a^h^^7 3iydp$/^5=-;i/) 7^>^^^;i/3^;^7^;i/ 
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TLC : Rf 0.47 (n-^=3pi?-> : B^^3i5^;i/= 2 : 1) o 

5 

mm7 (b- 1) ^7 (b-2) 

mm-r^^h-^^m^^^x, m^m7 (b) iimmomi'^^nrji^x. ixr 

10 ^m7 (b-l) 

2- (2- ( (4-^9^;i'-2- 1 — f ^v^y-f;!/) 




TLC : Rf 0.52 (n-^=3E^1?-> : S^^Jz5^;i/= 3 : 1) „ 

15 

mm7 (b-2) 
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2- (2- ( (2- (4-7;v:^D:?-7^j7vy-i— f ;v) rn>''?^'f;i/) 




TLC : Rf 0.56 (n— =¥•t^> :ffm^5^;i/=2 : 1) o 

4- (2- ( (2- (:^7t$'lx>- rD>'-?y-f;i/) r^y) -4 




10 mmmi (b) T?iSBtUfe'fb-^:fe.}:iP*B^-rs<b^<£MVN-t. ^^»J 
T L C : R f 0.45 (MM^^J^^) I 

NMR (300MHz,DMSO-da) : 6 12.08 (br,lH),9.58 (s, IH), 8.32 (d,J=8.1 
Hz, IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.38 (bs, IH). 
15 7.16 (m, 2H), 6.88 (d, J = 9.0 Hz, 2H), 6.81 (d, J = 9.0 Hz, 2H), 4.94 (s, 2H), 4.71 
(q, J = 6.9 Hz, IH), 3.91 (q, J = 6.9 Hz, 2H), 2.43 (m, 2H), 2.02 (t, J = 7.5 Hz, 2H), 
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1.60 (d, J =6.9 Hz, 3H), 1.56 (m, 2H), 1.27 (t, J = 6.9 Hz, 3H)o 

mmms (i) --mm.m8 use) 
mmmi (b-i). 7 (h-2) X'W^h-tit^^t^i±mm-r^<t^ 

mmm8 (p 

(2E) -3 - (2 - ( (2 - (i-y^\^>- 2 T-fe^;i/) T'^y') 

-4- r;M^;i/) ^^^-ji,) -z-y'u^ym 




TLC : Rf 0.42 (^□n5}t;i/A : ^^^y— ;i/=9 : 1) ; 
N MR (300 MHz, DMSO-d«) : 6 10.12 (bs, IH), 7.94-7.70 (m, 7H), 7.57-7.41 (m, 
4H), 7.24 (s, IH), 7.02 (d, J = 8.1 Hz, IH), 6.46 (d, J = 16 Hz, IH), 6,25 (t, J = 2.0 
Hz, IH), 5.32 (s, 2H), 3.85 (s, 2H)o 

^ f jS (2) 

2- (2- ( (4-pt5^;i/-2- (:h7 3'l'>-l-'f;V) 
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TLC : Rf 0.50 (^'□d:4^;1/A : ^^7— ;i/= 10:1) ; 
N M R (300 MHz, DMSO-d«) : 6 9.62 (s, IH), 8.32 (d, J = 8.4 Hz, IH), 7.91 (d, J 
= 8.1 Hz, IH), 7.78 (d, J = 8.7 Hz, IH), 7.75 (m, IH), 7.65-7.39 (m, 4H), 7.34 (s, IH), 
5 7.23 (m, 2H), 7.00 (d, J = 8.1 Hz, IH), 6.88 (d, J = 7.8 Hz, IH), 6.79 (m, IH), 5.12 (t, 
J = 5.7 Hz, IH), 4.60 (m, IH), 4.41 (d, J = 5.4 Hz, IH), 4.30 (d, J = 16.2 Hz, IH), 
4.18 (d, J = 16.2 Hz, IH), 1.93 (m, IH), 1.47 (m, 2H), 0.92 (d, J = 63 Hz, 3H), 0.80 
(d, J = 6.3 Hz, 3H)o 

10 mmms o) 

2- (2- ( (4-^5^;i/-2- (:^7i5^ v>- 1 — f ;i/) ^>^y-{jv) 




TLC : Rf 0.62 (^dp-y-> : B?®3:^;i/= 1:2); 
15 N M R (300 MHz, DMSO-d J : 6 8.15 (s, IH), 8.10-7.98 (m, 2H), 7.83 (m IH), 
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7.67 (m, IH), 7.60-7.41 (m, 3H), 7.32-7.20 (m, 3H), 7.17-6.96 (m, 3H), 6.81 (d, J = 
7.2 Hz, IH), 4.37 (t, J = 7.5 Hz. IH), 4.08 (d, J = 16.2 Hz, IH), 3.80 (d. J = 16.2 Hz, 
IH), 3.18 (s, 3H), 2.14 (m, IH), 1.73 (m, IH), 1.59 (m, IH), 0.96 (d, J = 6.6 Hz, 3H), 
0.89(d,J = 6.6Hz,3H)o 

^^J8 (4) 

2- (2- ( (4->?<^;V-2- — f )V) ^>^y-f;i/) 

T^y) -4-T-fe5^;v7'^y^>i;;i/) ^mmm 



TLC : Rf 0.54 {i^uu:^JVA : pi^y'— ;i/=8 : 1) ; 
N M R (300 MHz, DMSO-d^) : 6 9.85 (s, IH), 9.67 (bs, IH), 832 (d, J = 8.4 Hz, 
IH), 7.91 (d, J = 7.8 Hz, IH), 7.78 (d, J = 8.1 Hz, IH), 7.73 (m, IH), 7.64-7.35 (m, 
6H), 7.28-7.15 (m, 2H), 6.86 (d, J = 8.4 Hz, IH), 6.78 (m, IH), 4.60 (m, IH), 4.26 (d, 
J = 16.5 Hz, IH), 4.13 (d, J = 16.5 Hz, IH). 1.97 (s, 3H), 1.92 (m, IH), 1.52-136 (m, 
2H), 0.92 (d, J = 63 Hz, 3H), 0.80 (d, J = 63 Hz, 3H)o 

I^^J8 (5) 

2- (2- ( (4-p«5^;i/-2- (:^7^^>- 1 — Y;1/) ^v^y-f;!/) 
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TLC : Rf 0.54 il7Uli'^?VA : y^^y-'?i'=S : 1) ; 
N M R (300 MHz, CDCI3) : 6 8.05 (d, J = 8.1 Hz. IH), 7.97 (bs, 2H), 7.82 (d, J = 
7.5 Hz, IH), 7.68 (d, J = 7.5 Hz, IH), 7.63 (d, J = 7.8 Hz, IH), 7.55-7.40 (m, 2H), 
5 7.35-7.21 (m,3H), 7.15 (m,lH), 7.08-6.96 (m, 2H), 6.83 (d, J = 8.1 Hz, IH), 6.64 (s, 
IH), 4.38 (t, J = 7.2 Hz, IH), 4.02 (d, J = 16.5 Hz, IH), 3.78 (d, J = 16.5 Hz, IH), 
2.99 (s, 3H), 2.15 (m, IH), 1.75 (m, IH), 1.60 (m, IH), 0.96 (d, J = 6.6 Hz, 3H), 0.89 
(d, J = 6.6 Hz, 3H)o 

10 IfeSS^JS (6) 

2- (2- ( (4-^5^;i/-2- (:^y'i5^i^>- 1— r;v) ^>^5^y-f;i/) 
-rs^y) -4- (N-pfi/;i/-N-p«5=-;i/T^>') ^>i^;i/) ^msm 



TLC : Rf 0.59 (^DD:1^;1/A : ^^y—;i/=8 : 1) ; 
15 N M R (300 MHz, CDCI3) :6 8.20 (d, J = 2.1 Hz, IH), 8.07 (m, IH), 8.04 (m, IH), 
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7.84 (m, IH), 7.69 (d, J = 6.9 Hz, IH), 7.59 (d, J = 7.5 Hz, IH), 7.55-7.44 (m. 2H), 
734-7.23 (m, 3H), 7.18-7.10 (m, 2H), 7.05 (d, J = 8.4 Hz, IH), 6.87 (d, J = 7.8 Hz, 
IH), 4.38 (t, J = 7.2 Hz, IH), 4.06 (d, J = 16.5 Hz, IH), 3.80 (d, J = 16.5 Hz, IH), 
332 (m, 3H), 2.89 (s, 3H), 2.15 (m, IH), 1.76 (m, IH), 1.61 (m, IH), 0.97 (d, J = 6.6 
5 Hz,3H),0.91(d,J = 6.6Hz,3H)o 

^^iS (7) 

2- (2- ( (4-pt5^;i/-2- (:^7^$^l/>- 1 ->f;i/) ^>t5^y-f;b) 

T^y) -4- — r;vp<^;i/) ^>s>;i/) 



10 

TLC : Rf 0.49 i^UUTt^JVA : ^^J'y'— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 8.05 (m, IH), 7.99 (s, IH), 7.91 (s, IH). 7.80 (m, 
IH), 7.66 (d, J = 7.8 Hz, IH), 7.58 (m, 2H), 7.49-7.38 (m, 3H), 7.34-7.07 (m, 4H), 
6.82 (d, J = 7.5 Hz, IH), 6.77 (d, J = 7.5 Hz, IH), 6.63 (d, J = 8.1 Hz, IH), 6.29 (s, 
15 IH), 5.23 (s, 2H), 4.33 (m, IH), 3.86 (d, J = 16-8 Hz, IH), 3.69 (d, J = 16.8 Hz, IH), 
2.12 (m, IH), 1.69 (m, IH), 1.56 (m, IH), 0.93 (d, J = 6.3 Hz, 3H), 0.86 (d, J = 6.3 
Hz,3H)o 

^^J8 (8) 

20 2- (2- ( (4-p«5^;V-2- (:^7^l/>-l--f;i/) ^V^y'^f;!/) 
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HaCO. 




T L C : R f 0.52 D P7t>;i/A : ^^^5^ y — ;V= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 8.08 (bs, IH), 8.05 (d, J = 7.8 Hz, IH), 7.81 (m, IH), 
5 7.72 (m, IH), 7.74-7.58 (m, 2H), 7.46 (m, 2H), 732-7.08 (m, 4H), 7.03 (m, 2H), 6.80 
(d, J = 7.8 Hz, IH), 4.43 (s, 2H), 434 (t, J = 7.5 Hz, IH), 4.07 (d, J = 16.5 Hz, IH), 
3.84 (d, J = 16.5 Hz, IH), 339 (s, 3H), 2.16 (m, IH), 1.72 (m, IH), 1.61(m, IH), 
0.96 (d, J = 6.3 Hz, 3H), 0.89 (d, J = 6.3 Hz, 3H)o 

10 mmma (9) 

4- (2- ( (2- (:^7:?^>- 1— f;i/) rn/iy'^';!/) T'^y) -4 

f^^COOH 



T L C : R f 0.45 (B^l^x5=-;i/) ; 
15 NMR (300 MHz, CD3OD) : 6 8.30-8.25 (m, IH), 7.92-7.87 (m. IH), 7.81 (t, J = 
8.1 Hz, IH), 7.67-7.44 (m, 4H), 7.33 (s, IH), 7.13-7.08 (m, 2H), 4.71 (q, J = 7.2 Hz, 
IH), 4.53 (s, 2H), 2.34-2.27 (m, 2H), 1.96 (t, J = 7.2 Hz, 2H), 1.73 (d, J = 7.2 Hz, 
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3H), 1.55-1.44 (m,2H)o 



^^J8 (10) 

4- (2- ( (2- i±-7'$'i'>-i — f;i/) rn/iy-r;!/) t^^^) -4 

5 -^h^->j^^)\^-7 3^-j]^) y-^^m 



TLC ; Rf 0.40 (^^-y-^ : i^^Ji^;i/= 1:2) ; 
NMR (300 MHz, CDCI3) : 6 8.14 (d, J = 7.5 Hz, IH), 7.93-7.84 (m, 3H), 7.63 (d, 
J = 6.6 Hz, IH), 7.58-7.50 (m, 3H), 7.12 (s, IH), 7.02-6.95 (m, 2H), 4.57 (q, J = 6.9 
10 Hz, IH), 439 (s, 2H), 3.36 (s, 3H), 1.94-1.89 (m, 4H), 1.83 (d, J = 6.9 Hz, 3H), 130- 
1.20 (m, 2H)o 

^glJS (1 1) 

4- (2- ( (2- (:^7^5^1/>- 1— f;!/) rn^iy-r;^) T^y) -4 

r^cooH 



T L C : R f 0.55 i^^V-^ : B^3:.^;i'= 1:2) ; 

NMR (300 MHz;, CDCQ : 6 8.14 (d, J = 8.1 Hz, IH), 7.98 (s, IH), 7.93-7.84 (m. 
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2H), 7.63 (d, J = 6.6 Hz, IH), 7.58-7.50 (m, 3H), 7.30-7.24 (m, 2H), 7.13-7.09 (m, 
2H), 7.01-6.92 (m, 4H), 4.99 (s, 2H), 437 (q, J = 7.2 Hz,'lH), 1.95-1.90 (m, 4H), 
1.84 (d, J = 7.2 Hz, 3H), 1.30-1.20 (m, 2H)o 



5 mmms (12) 

2- (2- ( (4-p<5=-;v-2- 1— r;i/) ^v^./'f;^) 




TLC : Rf 0.47 (^D05i^;i'A : ^^J'^— ;i'= 1 0 ; 1) ; 
10 N M R (300 MHz, DMSO-d,) : 6 9.72 (bs, IH), 832 (m, IH), 7.91 (d, J = 7.8 Hz, 
IH), 7.79-7.74 (m, 2H), 7.63-739 (m, 5HX 7.30-7.20 (m, 2H). 7.08 (dd, J = 7.8, 1.8 
Hz, IH), 6.91 (d, J = 7.8 Hz, IH), 6.80 (m, IH), 4.63 (dd, J = 8.7, 4.8 Hz, IH), 4.40 
(s, 2H), 432 (d, J = 16.2 Hz, IH), 4.19 (d, J = 16.2 Hz, IH), 2.87 (s, 3H), 1.91 (m, 
IH), 1.56-1.36 (m, 2H), 0.92 (d, J = 63 Hz, IH), 0.80 (d, J = 6.3 Hz, lH)o 

15 

mmma (i 3) 

4- (2- ( (2- (::^7^1/>-l--r;i/) ^nyiy-T;!/) T-^y) -4 
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TLC : Rf 0.35 (^^3p-y-> : mm^^JV= 1:1) ; 

NMR (300 MHz, DMSO-dj) : S 12.03 (s, IH), 9.45 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.94 (dd, J = 8.1, 1.5 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.47 (m, 4H), 
7.24 (d, J = 1.8 Hz, IH), 7.10 (d, J = 7.8 Hz, IH), 7.04 (dd, J = 7.8, 1.8 Hz, IH), 4.69 
(q, J = 6.9 Hz, IH), 3.61 (s, 2H), 2.40 (m, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.92 (s, 3H), 
1.60 (d, J = 6.9 Hz, 3H), 1.55 (m, 2H)o 

^^J8 (14) 

4- (2- ( (2- (±7^l/>- l->f;i/) rnv'iy^r;!/) T^y) -4 

r^cooH 



T L C : R f 0.63 {^U D7t^;VA : p< i?' ^ — ;i/= 9:1); 
NMR (300 MHzi DMSO-d^) : 6 12.03 (s, IH), 9.52 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.94 (dd, J = 8.1, 1.5 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.63 - 7.47 (m, 4H), 
7.26 (s, IH), 7.16 (d, J = 7.8 Hz, IH), 7.05 (dd, J = 7.8, 1.5 Hz, IH), 4.70 (q, J = 6.9 
Hz, IH), 4.05 (d, J = 12.6 Hz, IH), 3.85 (d, J = 12.6 Hz, IH), 2.45 (s, 3H), 2.42 (m, 
2H), 2.02 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.55 (m, 2H)o 
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mmiS (15) 

4- (2- ( (2- yujiyf-(;)/) 5*^^) -4 



5 T L C : R f 0.51 (B^mJ^5^;i/) ; 

NMR (300 MHz, DMSO-d.) : 6 12.04 (s, IH), 9.55 (s, IH), 831 (d, J = 8.1 Hz, 
IH), 7.95 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.63 - 7,47 (m, 4H), 7.35 (d, J = 1.2 Hz, 
IH), 7.19 (d, J = 7.8 Hz, IH), 7.14 (dd, J = 7.8, 1.2 Hz, IH), 4.71 (q, J = 6.9 Hz, IH), 
4.40 (s, 2H), 2.87 (s, 3H), 2.42 (m, 2H), 2.03 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 

10 3H), 1.57 (m. 2H)o 

mmm 8 ( i 6 ) 

4- (2- ( (2- (:^7^i/>- 1 --r;v) yuj-^y-^j]/) t^^) -4 



TLC : Rf 0.10 (:J7PD3^;i/A : ;i/=5 : 1) ; 

NMR (300 MHz, DMSO-d«) : 6 8.39 (d, J = 9.1 Hz, IH), 7.93 (d, J = 7.2 Hz, IH), 

7.82 (d, J = 7.2 Hz, IH). 7.63-7.47 (m, 4H), 7.45 (brs, IH), 7.14 (s, 2H), 4.84 (q, J = 
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6.9 Hz, IH), 3.80 (s, 2H), 2.59-2.42 (m, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 
Hz, 3H), 1.62-1.56 (m, 2H)o 

mmms (±7) 

4- (2- ( (2- 1 rp^'iy-f;!/) T'^y) -4 



T L C : R f 0.59 D D3^;i/A : >(. ^ j^)\/:= 5:1) ; 
NMR (300 MHz, DMSO-d,) : 6 9.46 (brs, IH), 8.34-8.25 (m, 2H), 7.94 (d, J = 8.1 
Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.61-7.47 (m, 4H), 7.16 (brs. IH), 7.09 (d, J = 7.8 
Hz, IH), 6.98 (d, J = 8.1 Hz, IH), 4.68 (q, J = 7.2 Hz, IH), 4.15 (d, J = 5.7 Hz, 2H), 
2.44-2.35 (m, 2H), 2.00 (t, J = 7.2 Hz, 2HX 1.82 (s, 3H), 1.59 (d, J = 6.6 Hz, 3H), 
1.56-1.48 (m, 2H)o 

^^J8 (18) 

4- (2- ( (2- (:?-:7t5'U>-l-^';i.) :7-D>>1>'-r ;i/) T^y) -4 
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TLC : Rf 0.53 (^7DDJlx;i/A : j>i^5^y— ;U=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 9.51 (s, IH), 832 (d, J = 8.1 Hz, IH), 7.95 (d, J = 
7.8 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62-7.48 (m, 5H), 7.28 (brs, IH), 7.14 (d, J = 
7.5 Hz, IH), 7.08 (dd, J = 7.8, 1.5 Hz, IH), 4.70 (q, J = 7.2 Hz, IH), 4.06 (d, J = 6.3 
Hz, 2H), 2.81 (s, 3H), 2.45-237 (m, 2H), 2.01 (t, J = 7.5 Hz^ 2H), 1.60 (d, J = 6.9 Hz, 
3H), 1.61-1.50 (m, 2H)o 

mmi^is (19) 

4- (2- ( (2- (:h:7^$'i/>- 1 — T-ny^^-f^u) T^J) -4 
- (N-^i^;i/-N-p?^;i/:7'^y^^;v) 731— ;i/) y^^^i^m 

f^^COOH 




TLCrRf 0.58 (i^D djIx;1/A : ;>«t5' ^ — ;i/= 9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 8.13 (d, J = 8.7 Hz, IH), 7.93-7.85 (m, 3H), 7.63 (d, 
J = 6.3 Hz, IH), 7.59-7.49 (m, 3H). 7.17 (brs, IH), 7.05 (dd, J = 8.1, 1.5 Hz, IH), 
6.99 (d, J = 8.1 Hz, IH), 4.57 (q, J = 7.5 Hz^ IH), 4.25 (s, 2H), 2.83 (s, 3H), 2.76 (s, 
3H), 1.94-1.89 (m, 4H), 1.83 (d, J = 6.9 Hz, 3H), 1.31-1.22 (m, 2H)o 

gyfe^JS (2 0) 

4- (2- ( (2- (:^7:^i/>- 1— f;i/) rn/iy-f;!/) T^^y) -4 
-^>\/>i';i/7$^:7a;-;i/) y^-ym 
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o 




TLC : Rf 0.65 (mm3:-^)V) ; 

NMR (300 MHz. DMSO-d,) : 6 12.03 (s, IH), 10.18 (s, IH). 9.53 (s, IH), 8.33 
(d, J = 8.7 Hz, IH), 7.96-7.91 (m, 3H), 7.84 (d, J = 8.1 Hz, IH). 7.72 (d, J = 2.4 Hz, 
5 IH), 7.61-7.47 (m, 8H), 7.13 (d, J = 8.4 Hz, IH), 4.71 (q, J = 7.2 Hz, IH). 2.44-2.38 
(m, 2H), 2.03 (t, J = 7.5 Hz, 2H), 1.62-1.55 (m, 5H)„ 

^^J8 (2 1^ 

4- (2- ( (2- (:^:7;$^u>-i->r;i,) rny^y-f;!.) r^y) -4 

10 -y^^—JVT.JV^—jVT'^^yaL-JV) y^l^^ 



T L C : R f 0.65 (S^®ai5^;i/) ; 

NMR (300 MHz. CDC],) : 6 8.11-8.07 (m, IH), 7.92-7.76 (m, 4H), 7.66 (s, IH), 
7.59-7.47 (m, 5H), 7.42-7.37 (m, 2H), 7.16 (s, IH), 6.99 (s, IH), 6.92 (dd, J = 8.1, 
15 2.1 Hz, IH), 6.84 (d, J = 8.4 Hz^ IH). 4.56 (q. J = 7.2 Hz, IH), 1.91-1.78 (m, 7H), 
1.23-1.12 (m, 2H)o 




HM^JS (2 2) 

4- (2- ( (4-ji^;],-2- (±y^)y>-l-^jv) ^>i5^y^;w) 
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TLC : Rf 0.53 (^Dn*;VA : ^3^^— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-d«) : 6 9.57 (s, IH), 8.39 (d, J = 8.1 Hz, IH), 7.93 (d, J 
5 = 7.8 Hz, IH), 7.81 (d, J = 8.1 Hz, IH), 7.66 (d, J = 7.2 Hz, IH), 7.63-7.44 (m, 3H), 
733-7.13 (m, 5H), 6.98-6.87 (m, 3H), 5.00 (s, 2H), 4.67 (m, IH), 2.45-2.33 (m, 2H), 
2.12 (m, IH). 1.98-1.89 (m, 2H), 1.66-1.43 (m, 4H), 1.05 (d, J = 6.3 Hz, 3H), 0.91 (d, 
J = 6.3Hz,3H)o 

10 (2 3) 

4- (2- ( (2- (i"7^u>- rn/^y'r;v) T'^y) -4 

- (2-:4-=JFVt!ue^>- 1 — f;i/p<5=-;i') 731— ;v) :7;5'>^ 




T L C : R f 0,35 (®^^3i^;i/) ; 
15 NMR (300 MHz, DMSO-d,) : 6 12.02 (s, IH), 9.47 (s, IH), 8.29 (d, J = 8.1 Hz, 
IH), 7.94 (d, J = 7.8 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.73 (dd, J = 6.6, 2.1 Hz, IH), 
7.60-7.46 (m, 4H), 7.42-7.34 (m, IH), 7.23 (d, J = 1.8 Hz, IH), 7.12 (d, J = 8.1 Hz; 
IH), 7.02 (dd, J = 8.1, 1.8 Hz, IH), 6.38 (d, J = 9.0 Hz, IH), 6.20 (dt, J = 1.5, 6.6 Hz, 
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IH), 5.01 (s, 2H), 4.69-4.64 (m, IH), 2.40-2.35 (m, 2H). 1.99 (t, J = 7.5 Hz, 2H), 
1.59-1.50 (m, 5H)o 

^^J8 (2 4) 

5 4- (2- ( (2- (:^:7^l/>- rD7NV>f;i/) TS.^^) -4 

r^cooH 



T L C : R f 0.60 (BM^^JV) ; 

NMR (300 MHz. DMSO-d«) : <y 12.04 (s, IH), 9.52 (s, IH), 8.32-8.29 (m, 2H), 
10 8.15 (d, J = 4.5 Hz, IH), 7.95 (dd, J = 7.8, 1.5 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 
7.61-7.40 (m, 6H), 7.31 (dd, J = 8.1, 4.5 Hz, IH), 7.19 (s, 2H), 5.10 (s, 2H), 4.70 (q, 
J = 7.2 Hz, IHX 2.44-2.41 (m, IH), 2.02 (t, J = 7.2 Hz, 2H), 1.61-1.51 (m, 5H)o 

^#IJ8 (2 5) 

15 4- (2- ( (2- (:^7^5'l✓>-l— r;i/) :7-D^^>'-i';i.) 7^^) -4 

r^cooH 





TL C : Rf 0.50 (^^r1?-> : |^i|ai^;i/= 1:2); 
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N M R (300 MHz, DMSO-dJ : 6 12.00 (br s, IH), 9.46 (s, IH), 830 (d, J = 8.4 Hz, 
IH), 7.95 (d, J = 7.8 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.61-7.47 (m, 4H), 7.32-7.23 
(m, 5H), 7.17-7.12 (m, IH), 7.08 (s. 2H), 4.68 (q, J = 6.9 Hz, IH), 4.17 (s, 2H), 2.41- 
236 (m, 2H), 2.00 (t, J = 7.5 Hz, 2H), 1.59 (d, J = 6.9 Hz, 3H), 1.56-1.51 (m, 2H)o 



mmms (2 6) 

4- (2- ( (2- (:^7^5^ V>- l-^>'^) yv/ty^fV) TK^) -4 

r^COOH 



10 T L C : R f 0.50 (^=^-y-> : f^3^5^;i/= 1:2) ; 

N M R (300 MHz, DMSO-dj) : 6 12.02 (s, IH), 9.44 (s, IH), 8.29 (d, J = 7.8 Hz, 
IH), 7.95-7.92 (m, IH), 7.82 (d, J = 7.8 Hz, IH), 7.58-7.46 (m, 4H), 7.28 (s, IH), 
7.09 (s, 2H), 7.03-6.97 (m, 2H), 6.53-6.45 (m, 3H), 6.17 (t, J = 6.0 Hz, IH), 4.67 (q, 
J = 7.2 Hz, IH), 4.16 (d, J = 6.0 Hz, 2H), 2.40-235 (m, 2H), 2.00 (t, J = 7.5 Hz. 2H), 

15 1.60-1.50 (m, 5H)o 

lyai^js (2 7) 

4- (2- ( (2- (^^^U^- l--i';v) T-Dv'V'f;!/) 7^y) -4 
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T L C : R f 0.40 ; 

NM R (300 MHz, DMSO-d^) : 6 12.03 (s, IH), 9.50 (s, IH), 8.31 (d, J = 8.4 Hz, 
IH), 7.97-7.94 (m, IH), 7.84 (d, J = 7.8 Hz, IH), 7.60-7.46 (m, 9H), 7.14-7.13 (m, 
5 IH), 7.06 (d, J = 7.8 Hz, IH), 6.86-6.83 (m, IH), 4.69 (q, J = 6.9 Hz, IH), 4.20-4.15 
(m, IH), 3.98-3.92 (m, IH), 2.43-2.39 (m, 2H), 2.03-1.98 (m, 2H), 1.60-1.52 (m, 5H) o 

mmms (2 8) 

4- (2- ( (2- (:^7^^>- i--f;i/) rD>'sy-r;i/) r^y') -4 




T L C : R f 0.60 (S^j^a^^;!/) ; 

N MR (300 MHz, DMSO-d«) : 6 12.03 (s, IH), 9.50 (s, IH), 830 (d, J = 8.4 Hz, 
IH), 7.95 (d, J = 7.8 Hz, IH), 7.84 (d, J = 7.5 Hz, IH), 7.73-7.48 (m, 9H), 7.15 (s, 
15 IH), 7.07 (d, J = 8.1 Hz, IH), 6.88 (dd, J = 7.8, 1.5 Hz, IH), 4.68 (q, J = 7.2 Hz, IH), 
4.58 (s, 2H), 2.42-238 (m, 2H), 1.99 (t, J = 7.5 Hz, 2H), 1.60-1.51 (m, 5H)o 



^^J8 (2 9) 
4- (2- ( (2- 



1 — f;i/) yu^^y^-fj]/) T^j) 
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TLC : Rf 0.13 :W^^^J^^=2 : 1) ; 

NMR (300 MHz, DMSO-d^) : 6 9.39 (brs, IH), 8.29 (d, J = 8.7 Hz, IH), 7.94 (d. 
5 J = 7.8 Hz, IH), 7.83 (d, J = 7.5 Hz, IH), 7.62-7.46 (m, 4H), 7.43-7.28 (m, 5H), 
7.06-7.03 (m, 2H), 6.77 (dd, J = 8.4, 2.4 Hz, IH), 5.01 (s, 2H), 4.70 (q, J = 7.2 Hz, 
IH), 2.36 (m, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.59 (d, J = 7.2 Hz, 3H), 1.56-1.45 (m, 
2H)o 

10 mmms oo) 

4_ (2- ( (2- (:^7^5^l✓>-l — r;v) rD^iy'r;v) t^>^) -4 
-7xy#s/7 3i— ;v) ::^i^>^ 



TLC : Rf 0.15 (^=3^-9- >: Mj:5^;1/=2 : 1) ; 
15 NMR (300 MHz, DMSO-d«) : (J 9.44 (bis, IH), 8.26 (brd, J = 8.1 Hz, IH). 7.93 
(m, IH), 7.82 (brd, J = 7 J Hz;, IH), 7.59-7.45 (m, 4H), 7.40-7.32 (m, 2H), 7.15 (d, J 
= 8.4 Hz, IH), 7.13-7.08 (m, 2H), 6.98-6.95 (no, 2H), 6.76 (dd, J = 8.4, 2.7 Hz, IH), 
4.69 (q, J = 6.9 Hz, IH), 2.45-2.40 (m, 2H), 2.04 (t, J = 7.5 Hz, 2H), 1.60-1.52 (m. 
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2H), 1.57 (d, J = 6.9 Hz, 3H)o 
^^J8 (3 1) 

3- (2- ( (4-^5=-;i/-2- ^>i^J-f;]/) 
5 T^y) -4-:7 3i>':3p^p?5^;v7ai^;i/) yu^i>M 



TLC : Rf 0.54 (^Dn4^;bA : p^^y'— ;i/= 10:1) ; 
NMR (300 MHz, CDC^) :6 8.20 (d, J = 8.4 Hz, IH), 7.88-7.70 (m, 4H), 7.63 (d, 
J = 6.9 Hz, IH), 7.56-7.40 (m, 3H), 7.30-7.20 (m, 2H), 7.13 (m, IH), 7.03 (d, J = 7.5 
10 Hz, IH), 6.97-6.87 (m, 3H), 4.96 (s, 2H), 4.49 (t, J = 7.4 Hz, IH), 2.41-2.14 (m, 5H), 
2.01 (m, IH), 1.70 (m, IH), 1.00 (d, J = 6.6 Hz, 3H), 0.97 (d, J = 6.6 Hz, 3H) o 

mmm 8(32) 

4- (2- ( (4-^^;V-2- 

15 7'^y) -4- (\^^\;— i—f ;vp(^;v) 73^-;i/) r^^^J^^m 

r^cxjoH 





483 



wo 03/016254 



PCT/JP02/08120 



T L C : R f 0.36 D D7j^;i/A : J — ;i/= 10:1) ; 
N M R (300 MHz, CDCI3) : S 8.21 (d, J = 7.2 Hz, IH), 7.90 (m, 2H), 7.82 (d, J = 
7.8 Hz, IH), 7.64 (d, J = 7.2 Hz, IH), 7.58-7.40 (m, 5H), 6.92 (d, J = 8.1 Hz, IH), 
6.78 (d, J = 7.8 Hz, IH), 6.26 (t, J = 2.1 Hz, IH), 5.25 (s, 2H), 4.55 (t, J = 7.2 Hz, 
5 IH), 2.30 (m, 2H), 2.05-1.80 (m, 3H), 1.68 (m, 2H), 1.28 (m, 2H), 1.01 (d, J = 6.6 
Hz, 3H), 0.96 (d, J = 6.6 Hz, 3H)o 

^^fe#iJ8 (3 3) 

4- (2- ( (2- (:?-:7iJ'i/>- l-'f;v) :7-p>'iy'f ;i/) r^y) -4 
10 -73:— ;i/) 



T L C : R f 0.29 : Sl5^3i^;i/= 1:1); 

NMR (300 MHz, DMSO-d«) : 6 12.05 (s, IH), 9.54 (s, IH), 833 (d, J = 8.1 Hz, 
IH), 7.95 (m, m\ 7.84 (d, J = 8.1 Hz, IH), 7.64 - 7.37 (m, lOH), 7.33 (m, IH), 7.25 
15 (d, J = 8.1 Hz, IH), 4.73 (q, J = 6.9 Hz, IH), 2.45 (m, 2H), 2.05 (t, J = 7.2 Hz; 2H), 
1.62 (d, J = 6.9 Hz, 3H), 1.60 (m, 2H)o 

^^J8 (3 4) 

4- (2- ( (2- (:^7t5'U>'- 1— r;^) :/U)\J^)Vi TK^) -4 
20 -^>'\/'f;i/T^yp«5^;V7 3i^;i/) y^>m 
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TLC : Rf 0.60 (S^^ai^^;!/) ; 

NMR (300 MHz, DMSO-dj) : 6 11.94 (br s, IH), 9.51 (s, IH), 9.00 (t, J = 6.9 Hz, 
IH), 8.29 (d. J = 7.2 Hz, IH), 7.95-7.80 (m, 4H), 7.57-7.44 (m, 7H), 7.24 (s, IH), 
5 7.12-7.05 (m. 2H), 4.68 (q, J = 6.9 Hz, IH), 4.39 (d, J = 6.9 Hz, 2H), 2.42-237 (m, 
2H), 2.00 (t, J = 7.2 Hz, 2H), 1.59-1.50 (m, 5H)o 

lias#iJ8 (3 5) 

4- (2- ( (2- (:^7t$^v>- i-^;i/) :7'D/'?^>f;i/) r^y) -4 




TLC : Rf 0.50 (B^^ai5=-;v : ^^>^—;i'=9 : 1) ; 
NMR (300 MHz, DMSO-dfi) : 6 12.03 (br s, IH), 9.54 (s, IH), 8.52 (d, J = 6.9 Hz, 
2H), 8.31 (d, J = 7.8 Hz, IH), 7.94 (dd, J = 7.8, 1.5 Hz, IH), 7.83 (d. J = 7.8 Hz, IH), 
15 7.61-7.47 (m, 4H), 7.43 (s, IH), 7.25-7.22 (m, 4H), 5.22 (s, 2H), 4.71 (q, J = 7.2 Hz, 
IH), 2.46-2.44 (m, 2H), 2.03 (t, J = 7.2 Hz, 2H), 1.69-1.51 (m, 5H)o 

^^>8 (3 6) 

4- (2- ( (2- (:^7t$' v>- 1— r;i/) rn^^>'-f;v) T^y) -4 
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T L C : R f 0.22 i^^'i)'> : fi^^3i^;i/= 1:1); 
NMR (300 MHz, CD3OD) : 6 8.28 (brd, J = 8.7 Hz, IH), 7.91 (brd, J = 8.1 Hz, 
5 IH), 7.82 (brd, J = 8.4 Hz, IH), 7.65 (brd, J = 6.6 Hz, IH), 7.60-7.47 (m, 4H), 7.29 
(brs, IH), 7.22 (brt, J = 8.7 Hz, 2H), 7.09 (brs, 2H), 6.90-6.85 (m, 3H), 4.72 (q, J = 
7.2 Hz, IH), 4.13 (t, J = 6.9 Hz, 2H), 3.02-2.97 (m, 2H), 2.33-2.28 (no, 2H), 1.96- 
1.94 (m. 2H), 1.73 (d, J = 7.2 Hz, 3H), 1.53-1.48 (m, 2H)o 

10 mmms o?) 

4- (2- ( (2- (±7^}7U>- l—f;!/) T-D/iy-f;!/) T^y') -4 

r^cooH 



T L C : R f 0.35 : @^^:n5=-;U= 1:2); 

15 NMR (300 MHz, DMSO-d«) : 6 12.04 (s, IH), 9.50 (s, IH), 8.30 (d, J = 8.7 Hz, 
IH), 8.15 (dd, J = 5;4, 1.5 Hz, IH), 7.95 (d, J = 7.8 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 
7.7.-7.67 (m, IH), 7.61-7.47 (m, 4H), 736 (s, IH), 7.21-7.14 (m, 2H), 6.99-6.95 (m, 
IH), 6.83 (d, J = 8.4 Hz, IH), 5.26 (s, 2H), 4.69 (q, J = 7.2 Hz, IH), 2.44-2.39 (m. 
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2H), 2.02 (t, J = 7.8 Hz, 2H), 1.61-1.53 (m, 5H)o 
I^Bi^JS (3 8) 

4- (2- ( (2- 1-^)]/) yuJi^'iJV) T^J) -4 

5 - (N-^5=-;i/-N-7ai^;i':p^>'^^;i/) :7'i$^>^ 

r^COOH 



T L C : R f 0.50 (^^-y-^ : 1^^3:.5=-;i/= 1:2); 
N M R (300 MHz, DMSO-dj) : 6 12.02 (s, IH), 9.43 (s, IH), 8.28 (d, J = 7.5 Hz, 
IH), 7.95-7.92 (m, IH), 7.82 (d, J = 8.1 Hz, IH), 7.56-7.45 (m, 4H), 7.18-7.07 (m, 
10 4H), 6.93 (dd, J = 7.8, 1.5 Hz, IH), 6.67 (d, J = 8.1 Hz, 2H), 6.59 (t, J = 7.2 Hz, IH), 
4.66 (q, J = 7.2 Hz, IH), 4.47 (s, 2H), 2.95 (s, 3H), 2.40-2.34 (m, 2H), 2.00 (t, J = 7.5 
Hz, 2H), 138-1.51 (m, 5H)o 

ll:Sfe^J8 (3 9) 

15 4- (2- ( (2- (:^-7:$^lx>- l--r;V) 7*0 -f;i/) T'^y) -4 

r^cooH 





T L C : R f 035 : S^^3i^;i/= 1:2); 
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N M R (300 MHz, CDCQ : 6 8.12 (m, IH), 7.95 - 7.82 (m, 3H), 7.63 - 7.48 (m, 
4H), 7.33 - 7.10 (m, 6H), 6.73 (d, J = 7.8 Hz, IH), 6.52 (m, IH), 4.57 (q, J = 7.2 Hz, 
IH), 3.45 (s, 3H), 1.95 - 1.75 (m, 4H), 1.81 (d, J = 7.2 Hz, 3H), 1.20 (m, 2H) o 

5 ^^J8 (40) 

3- (2- ( (4-p<5^;i/-2--7 3i— ;V^>^5^>''<';1/) T^>') -4-7 




TLC : Rf 0.71 (tJ' D D7i^;i/A : :^^J—)V= 10:1) ; 
10 N M R (300 MHz, CDdj) : 6 8.16 (s, IH), 7.51 (d, J = 2.1 Hz, IH), 7.44-7.20 (m, 
7H), 7.12-6.93 (m, 4H), 6.70 (dd, J = 8.4, 2.7 Hz, IH), 3.67 (t, J = 7.8 Hz, IH), 2.65- 
2.45 (m, 4H), 2.09 (m, IH), 1.79 (m, IH), 1.52 (m, IH), 0.93 (d, J = 6.6 Hz, 3H), 
0.92(d,J = 6.6Hz,3H)o 

15 ^^J8 (4 1) 

4- (2- ( (2- (4-7;i/:rD:^7^v>- i->f;i/) rD>''^>'>r;i/) 




488 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.55 (^UU:^;]/A : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d^) : 6 9.57 (bra, IH), 8.36 (d, J = 7.2 Hz, IH), 8.09 (m, 
IH), 7.72-7.62 (m, 2H), 7.55 (dd, J = 7.8, 5.4 Hz, IH), 7.38-7.23 (m, 4H), 7.18 (bra, 
2H), 7.09-6.89 (m, 3H), 5.01 (s, 2H), 4.66 (q, J = 6.6 Hz, IH), 2.48-2.40 (m, 2H), 
5 2.04-1.99 (m, 2H), 139 (d, J = 6.6 Hz, 3H), 1.58-1.53 (m, 2H) » 

^#18 (4 2) 

4- (2- ( (2-Z7 3i-jvrri/^^^?]/) T^^) 



10 




TLC : Rf 0.56 (^DD7}^;i/A : ;i'=9 : 1) ; 

NMR (300 MHz, DMSO-d^) : 6 9.41 (brs, IH), 7.41-739 (m, 3H), 7.34-7.23 (m, 
5H), 7.20-7.15 (m, 2H), 6.99-6.96 (m, 2H), 6.92 (m, IH), 5.01 (s, 2H), 3.90 (q, J = 
7.2 Hz, IH), 2.43-2.38 (m, 2H), 2.04 (t, J = 7.2 Hz, 2H), 1.56-1.48 (m, 2H), 1.41 (d, J 
15 =7.2Hz,3H)o 

liaS^JS (4 3) 

3- (2- ( (4 2 -7ai-;i'^>i5'y ^;i') 7^y) -4-7 
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T L C : R f 0.42 : @^^3z5^;V= 1:1); 

NMR (300 MHz, CDCI3) : 6 8.20 (s, IH), 7.81 (s, IH), 7.45-7.09 (m, 9H), 
6.98-6.90 (m, 3H), 4.98 (s, 2H), 3.69 (t, J = 7.7 Hz, IH), 2.67-2.53 (m, 4H), 2.14 (m, 
5 IH), 1.80 (m, IH), 1,55 (m, IH). 0.95 (d, J = 6.6 Hz, 3H), 0.94 (d, J = 6.6 Hz, 3H) o 

^M#!I8 (4 4) 

3- (2- ( (2-7 3i^;i/^>i^y'r;i/) T^^) -4-y :^>^^->ji^ 
;i/) T'D^"?^^ 




TLC : Rf 0.46 (^V2U^)\/A : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 8.23 (s, IH), 7.83 (s, IH), 7.45-7.10 (m, 9H), 
6.99-6.90 (m, 3H), 4.99 (s, 2H), 3.60 (t, J = 7.5 Hz, IH), 2.70-2.54 (m, 4H), 2.25 (m, 
IH), 1.87 (m, IH), 1.58-1.24 (m, 2H), 0.95 (t, J = 7.5 ttz, 3H)o 

15 

^ffi^JS (4 5) 

3_ (2- ( (2-73:1— ;i/rn>>iy-f;v) t^^^) - 4-7 ^i/ji^ 
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TLC : Rf 0.41 (^DD7tx;i/A : >i^^—;v=9 : 1) ; 
NMR (300 MHz, CDCQ : 6 8.11 (brs, IH), 7.85 (s, IH), 7.46-7.24 (m, 7H), 
7.22-7.10 (m, 2H), 6.98-6.90 (m, 3H), 5.00 (s, 2H), 3.81 (q, J = 6.9 Hz, IH), 2.65- 
5 2J0(iii,4H),1.64(d,J = 6.9Hz,3H)o 

mmms (4 6) 

3- (2- ( (2-:7airi;i/:r^y^;i/) :p^^) -4-7 j. 
7 rn^'i^^ 



10 




T L C : R f 0.37 p D5}^;VA : y — ;i/= 9:1) ; 
NMR (300 MHz, CDCI3) : 6 8.27 (brs, IH), 7.83 (s, IH), 7.46-7.23 (m, 7H), 
7.23-7.10 (m, 2H), 7.00-6.90 (m, 3H), 4.99 (s, 2H), 3.49 (t, J = 7.5 Hz, IH), 2.70- 
2^4 (m, 4H), 2.40-2.22 (m, IH), 2.00-1.82 (m, IH), 0.97 (t, J = 7.5 Hz, 3H) o 

15 

jlife^JS (4 7) 

4- (2- ( (4-^5^;i/-2- (:^7^l/>- 1-^^;!/) ^>^^^;w) 
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T L C : R f 0.43 C^' D o;^;i/A : ^ ^ ^— ;i/= 10:1) ; 
N M R (300 MHz, DMSO-d«) : 6 9.50 (s, IH), 8.37 (d, J = 8.4 Hz, IH), 7.93 (d, J 
= 8.1 Hz, IH), 7.80 (d, J = 8.1 Hz, IH), 7.64-7.31 (m, 6H), 7.17-6.92 (m, 5H), 6.76 
5 (dd, J = 8.1, 2.4 Hz, IH), 4.68 (m, IH), 2.46-2.32 (m, 2H), 2.08 (m, IH), 1.96 (t, J = 
7.2 Hz, 2H), 1.68-1.41 (m, 4H). 1.02 (d, J = 6.3 Hz, 3H), 0.89 (d, J = 63 Hz, 3H)o 

mmms (4 8) 

4- (2- ( i4->(>^)V-2-y^=^)]/^>^y^)\^) T^y) -4-7 
10 ;i/) y>5^>m 



TLC : Rf 0.43 (i^DDJ^;^^ : ^^5^^— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-d,) : 6 9.40 (s, IH), 7.40-7.04 (m, lOH), 6.98-6.62 (m, 
2H), 6.74 (dd, J = 8.4, 2.7 Hz, IH), 3.88 (m, IH), 2.42 (t, J = 7.8 Hz, 2H), 2.07 (t, J = 
15 7.2 Hz, 2H), 1.94 (m, IH), 1.60-1.35 (m, 4H), 0.91 (d, J = 63 Hz, 3H), 0.87 (d, J = 
63Hz,3H)o 
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mmm 8 c 4 9 ) 

4- (2- ( (2-7^r:;i/rD/iy-f T^^) - 4 -7 ^ 



5 T L C : R f 0.53 (^^1)-> : S^^Ji5=-;i/= 1:3); 

N M R (300 MHz, DMSO-d^ ) : 6 12.02 (brs, IH), 9.34 (s, IH). 7.42 - 7.18 (m, 6H), 
7.09 (m, 2H), 7.00 (m, 2H), 6.56 - 6.44 (m, 3H), 6.17 (t, J = 5.7 Hz, IH), 4.16 (d, J = 
5.7 Hz, 2H), 3.87 (q, J = 6.9 Hz, IH), 2J5 (m, 2H), 2.0 1 (t, J = 7.2 Hz, 2H), IJO (m, 
2H), 1.40 (d, J = 6.9 Hz, 3H)o 

10 

mmma (5 o) 

4- (2- ( i2--7:j^=iJ]/yUJ^y-iJV) T^>^) -4-^>y-f;i/T^ 

^ 3^—;v) y^>m 



15 TLC : Rf 0.27 : m^^^JV= 1:3); 

NMR (300 MHz, DMSO-dJ : S 12.02 (brs, IH), 9.36 (s, IH), 9.01 (t, J = 6.0 Hz, 
IH), 7.90 - 7.84 (m, 2H), 7.56 - 736 (m, 5H), 7.34 - 7.18 (m, 4H), 7.13 - 7.03 (m, 
2H), 4.40 (d, J = 6.0 Hz, 2H), 3.87 (q, J = 7.2 Hz, IH), 2.36 (m, 2H), 2.01 (t, J = 7.5 
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Hz, 2H), 1.50 (m, 2H), 1.40 (d, J = 7.2 Hz, 3H)o 

^^18 (5 1) 

4- (2- ( (2- (4-7;i/:tD:^7^5'l^>- 1 --r;!/) yu/i^^)]/) 




TLC : Rf 0.51 (:J7Dn7jK;i/A : ;»<3'^— ;w=9 : 1) ; 
NMR (300 MHz, DMSO-d«) : 6 9.52 (brs, IH), 9.01 (m, IH), 8.34 (m, IH), 8.08 
(m, IH), 7.88-7.84 (m, 2H), 7.68-7.61 (m, 2H), 7.56-7.44 (m, 4H), 7.28 (dd, J = 10.8, 
10 7.8 Hz, IH), 7.21 (brs, IH), 7.13-7.06 (m, 2H), 4.63 (q, J = 6.9 Hz, IH), 439 (d, J = 
5.7 Hz, 2H), 2.43-2.38 (m, 2H), 2.04-1.93 (m, 2H), 1.57 (d, J = 6.9 Hz, 3H), 1.53- 
1.49 (m, 2H)o 



8 (5 2) 



15 4- (2- ( (2- 1— f;i/) 7'D>'i>''r;v) t^^^) 
-7 31— ;i/;;^;i/7}>ri;vT^y>«^;i/7air:;i/) 



-4 




j^^COOH 




T L C : R f 0.31 (^=3p1^> : mWt:^^)V= 1:3) ; 
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N M R (300 MHz, DMSO-dJ : d 12.03 (s, IH), 9.45 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 8.11 (t, J = 6.3 Hz, IH), 7.95 (m, IH), 7.84 (d, J = 8.1 Hz, IH), 7.80 - 7.74 (m, 
2H), 7.63 - 7.47 (m, 7H), 7.20 (d, J = 1.5 Hz, IH), 7.05 (d, J = 7.8 Hz, IH), 6.95 (dd, 
J = 7.8, 1.5 Hz, IH), 4.69 (q, J = 6.9 Hz, IH), 3.89 (d, J = 6.3 Hz, 2H), 2.37 (m, 2H), 
5 1.99 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.52 (m, 2H)o 

^^J8 (5 3) 

4- (2- ( (2- {i-z^^u>- 1-^;]/) rn/iy>f;i/) t^-/) -4 



T L C : R f 0.21 (B^x.^;i/) ; 

N MR (300 MHz, DMSO-d,) : 6 12.06 (s, IH), 9.62 (s, IH), 8.99 (t, J = 6.0 Hz, 
IH), 8.32 (d, J = 8.1 Hz, IH), 7.95 (m, IH), 7.84 (d, J = 8.1 Hz, IH), 7.79 (d, J = 1.8 
Hz, IH), 7.67 (dd, J = 7.8, 1.8 Hz, IH), 7.63 - 7.47 (m, 4 H), 7.35 - 7.18 (m, 6H), 
15 4.71 (q, J = 6.9 Hz, IH), 4.44 (d, J = 6.0 Hz, 2H), 2.46 (m, 2H), 2.02 (t, J = 7.5 Hz, 
2H), 1.61 (d, J = 6.9 Hz, 3H), 1.57 (m, 2H)o 

^^J8 (5 4) 

4- (2- ( (2- l—i)]/) yuny-fj]/) 7^y) -4 



10 




495 



wo 03/016254 PCT/JP02/08120 




T L C : R f 0.32 (B^^3i5^;i/) ; 

NMR (300 MHz, DMSO-d,) :6 12.07 (s, IH), 10.19 (s, IH), 9.66 (s, IH), 8.33 
(d, J = 8.1 Hz, IH), 7.96 (d, J = 8.1 Hz, IHX 7.88 - 7.82 (m, 2H), 7.77 - 7.70 (m, 3H), 
5 7.64 - 7.48 (m, 4H), 737 - 7.28 (m, 3H), 7.08 (m, IH), 4.73 (q, J = 6.9 Hz, IH), 2.50 
(m, 2H), 2.04 (t, J = 7.5 Hz, 2H), 1.62 (d, J = 6.9 Hz, 3H), 1.59 (m, 2H) o 



10 



mmms (5 5) 

4- (2- ( (2- — f;i/) rp.''«^^;v) t^^^) 



-4 




TLC : Rf 0.29 (^^i?-> : mM^^^l'= 1:2); 
NMR (300 MHz, DMSO-d«) : 6 12.04 (s, IH), 9.49 (s, IH), 831 (d, J = 8.1 Hz, 
IH), 7.95 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.38 - 7.24 (m, 6H), 
15 7.17 - 7.06 (m, 2H), 4.69 (q, J = 6.9 Hz, IH), 4.49 (s, 2H), 4.45 (s, 2H), 2.43 (m, 2H), 
2.02 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 2H)o 



^flS^JS (5 6) 
4- (2- ( (2- 



(:^7^'^>- 



1 — f;i/) 7*D>'"?yw';i/) T^^y) 
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TLC : Rf 0.67 (^DD:ix;i/A : ;i/=4 : 1) ; 

N M R (300 MHz, DMSO-d.) : 6 9.54 (s, IH), 832 (d, J = 8.1 Hz, IH), 7.95 (m, 
IH), 7.84 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.42 - 7.28 (m, 6H), 7.16 (m, 2H), 
4.72 (q, J = 6.9 Hz, IH), 3.87 (bs, 2H), 3.82 (bs, 2H), 2.43 (m, 2H), 2.03 (t, J = 7.5 
Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 2H)o 

4- (2- ( (2- (4-7;i/:^D:^7iS'l/>- 1 — f jl) rn/iy-f;!/) 



TLC :Rf 0.26 (^UU^JVA : j;i^^—)]/=d : 1) ; 
NMR (300 MHz, DMSO-d^) : 6 9.51 (brs, IH), 8.35 (m, IH), 8.09 (m, IH), 
7.69-7.61 (m, 2H). 7.54 (dd, J = 7.8, 6.0 Hz, IH), 7.34-7.27 (m, 2H), 7.10 (s, 2H), 
7.00 (dd, J = 8.4, 7.5 Hz, 2H), 6.52-6.44 (m, 3H), 6.17 (t, J = 7.2 Hz, IH), 4.64 (q, J 
= 7.2 Hz, IHX 4.16 (d, J = 6.0 Hz, 2H), 2.43-235 (m, 2H), 2.01-1.96 (m, 2H), 1.58 
(d, J = 7.2 Hz, 3H), 1.55-1.50 (m, 2H)o 
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mmms (5 8) 

4- (2- ( (2- — f J]/) rp>'iy-r;i/) T^y) -4 



TLC : Rf 0.17 (^J'Dn3^;VA : ;i/=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 8.14 (d, J = 7.5 Hz, IH), 8.05 (brs, IH), 7.92 (m, IH), 
7.86 (d, J = 7.8 Hz, IH), 7.66-7.50 (m, 6H), 7.25 (brs, IH), 7.06-6.97 (m, 4H),5.04 (s, 
2H), 4.59 (q, J = 6.9 Hz, 1H),1.97-1.89 (m, 4H), 1.83 (d, J = 6.9 Hz, 3H),1.30-1.21 
10 (m, 2H)o 

ilife^JS (5 9) 

4- (2- ( (2- (^>>/5^;r7 3i>-3-'f;i/) rrn.^'^y ^;i/) t^./) 

r^^COOH 



TLC : Rf 0.51 (^nD!^;i/A : j't^y'— ;i/=9 : 1) ; 

NMR (300 MHz, DMSO-dj) :6 9,51 (s, IH), 8.01-7.96 (m, 2H), 7.58 (s, IH), 

7.43-7.34 (m, 2H), 7.30 (s, IH), 7.11 (s, 2H), 7.02 (t, J = 7.8 Hz, 2H), 6.57-6.49 (m. 



5 




15 
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3H), 4.29 (q, J = 6.9 Hz, IH), 4.17 (s, 2H), 2.40 (dd, J = 9.3, 6.6 Hz, 2H), 2.04-1.99 
(m, 2H), 1.58 (d, J = 6.9 Hz, 3H), 1.57-1.50 (m, 2H)o 

mmms (6 0) 

2- (2- ( (2-7 3ir:;urD>'iy-r;i/) T'^y) - 4--7 3iy :if-ty^^ 




T L C : R f 0.33 (•^^i^> : i^^a:5^;i/= 1:2); 
N M R (300 MHz, DMSO-d,) : 6 12.97 (s, IH), 9.49 (s, IH), 7.81 (dd, J = 7.8, 1.5 
Hz, IH), 7.53 (d, J = 1.5 Hz, IH), 739 - 7.10 (m, lOH), 7.00 - 6.88 (m, 5H), 5.00 (s, 
2H), 4.24 (s, 2H), 3.84 (q, J = 6.9 Hzi IH), 1.33 (d, J = 6.9 Hz^ 3H)o 

mmma cep 

2- (2- ( (2- (:^-7^l/>-l — f;v) T-n/iy-r;!/) t^^) -4 
-7 3iy:^$^p(^;i/^>j?;i/) ^BS^ 
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T L C : R f 0.33 : B^^3i^;i/= 1:2); 

N M R (300 MHz, DMSO-dj) : 6 12.95 (s, IH), 9.62 (s, IH), 8.20 (m, IH), 7.91 
(m, IH), 7.82 - 7.76 (m, 2H), 7.55 - 7.23 (m, 9H), 7.13 (dd, J = 8.1, 1.5 Hz, IH), 7.00 
- 6.87 (m, 5H), 5.01 (s, 2H), 4.64 (q, J = 6.9 Hz, IH), 4.28 (d, J = 16.5 Hz, IH), 4.22 
5 (d,J=16.5Hz,lH),1.47(d,J=6.9Hz,3H)o 

mmms (6 2) 

4_ (2- ( (2- (i-y^U>- 1-^ -Z^unj-f)]/) TKJ) -4 

-3ih^r$^:!!3;v^-;vT^>'^^;i/:7 3i-;i/) r^>^ 

r^cooH 



TLC : Rf 0.56 (^;7DD*;i/A : ;V=9 : 1) ; 

NMR (300MHz, DMSO-dj) : 6 9.59 (brs, IH), 8.32 (d, J = 8.4 Hz;, IH), 7.94 (d, 
J = 8.4 Hz, IH), 7.83 (d, J = 7.5 Hz, IH), 7.62-7.47 (m, 5H), 7.18 (brs, IH), 7.09 (d, 
J = 7.5 Hz, IH), 6.98 (d, J = 7.5 Hz, IH), 4.71 (q, J = 6.9 Hz, IH), 4.07 (d, J = 6.0 Hz, 
15 2H), 3.96 (q, J = 7.2 Hz, 2H), 2.42-237 (m, 2H), 2.02-1.97 (m, 2H), 1.59 (d, J = 7.2 
Hz, 3H), 1.61-1.51 (m, 2H), 1.13 (t, J = 7.2 Hz, 3H)o 

mmms (6 3) 

4- (2- ( (2- (:^7:5^l/>- 1— r;V) rD>''?y >f ^W) T%^) -4 

20 - (7^>-2— <;i/*;i/>J^-;vT^>'^5^;i/) 7 3i-;i/) 



10 
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TLC : Rf 0.39 (^nn^^jl^J^ : ;v=9 : 1) ; 

NMR (300 MHz, DMSO-d^) : 6 9.50 (s, IH), 8.88 (t, J = 6.0 Hz, IH), 8.29 (d. J 
= 8.1 Hz, IH), 7.92 (m. IH), 7.85-7.81 (m, 2H), 7.57-7.45 (m, 4H), 7.20 (brs, IH), 
5 7.11-7.09 (m, 2H), 7.03 (dd, J = 7.8, 1.5 Hz, IH), 6.61 (dd, J = 3.3, 1.5 Hz, IH), 4.67 
(q, J = 7.2 Hz, IH), 432 (d, J = 6.0 Hz, 2H), 2.38 (dd, J = 8.7, 7.2 Hz, 2H), 1.99 (t, J 
= 7.5 Hz, 2H), 1.58 (d, J = 7.2 Hz, 3H), 138-130 (m, 2H)o 

^^J8 (6 4) 

10 4- (2- ( (2- (:^7^^>- l-^;i/) rD7iy-f;i/) TK^) -4 
- (3-7;v;^D^>\/-f;i/T^y;><5=-;i/) 7ji^;i/) :f^:>m 



TLC : Rf 0.43 (<^Dnj}^;VA : ^iS^>'—;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d^) : 6 9.49 (s, IH^ 9.11 (t, J = 6.0 Hz, IH), 8.29 (d, J 
15 = 7.8 Hz, IH), 7.93 (m, IH), 7.81 (d, J = 8.1 Hz, IH), 7.72 (d, J = 7.5 Hz, IH), 7.66 
(dd, J = 9.9, 1.5 Hz, IH), 7:57-7.42 (m, 5H), 7,39 (m, IH), 7.23 (brs, IH), 7.11 (d, J 
= 7.8 Hz, IH), 7.07 (d, J = 7.8 Hz, IH), 4.67 (q, J = 7.2 Hz, IH), 4.40 (d, J = 5.7 Hz, 
2H), 2.40 (dd, J = 8,7, 7.2 Hz, 2H), 2,01 (t, J = 7.2 Hz, 2H), 1.58 (d, J = 7.2 Hz, 3H), 
137-1.49 (m, 2H)o 
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mmms (6 5) 



TLC : Rf 0.42 (^xduMA : ^^y— ;p= 10:1) ; 
NMR (300 MHz, CD3OD) : 6 7.66-7.63 (m, 2H), 7.56-7.53 (m, 2H), 7.46-7.40 
(m, 2H), 7.27-7.19 (m, 4H), 7.11 (s. IH), 6.94-6.87 (m, 3H), 4.94 (s, 2H), 2.70 (t, J = 
7,8 Hz, 2H), 2.41 (t, J = 7.8 Hz, 2H)o 

^^J8 (6 6) 



TLC : Rf 0.49 (^uuMJ^s : ^^y— ;i/= 10:1) ; 

NMR (300 MHz, DMSO-dJ : d? 7.40-7.18 (m, lOH), 7.02-6.90 (m, 3H), 5.02 (s, 

2H), 4.80-4.40 (m, 2H), 3.15 (s, 3H), 3.00-2.60 (m, 2H), 2.52 (t, J = 8.7 Hz, 2H)o 
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(2E) -3- (2- (N-^>i<?;i/x;i/5j^— ;v-N-^5^;i/r^y) -4 

^COOH 



T L C : R f 0.49 uun^JVA \ J — ;i/= 10:1) ; 
5 NMR (300 MHz, DMSO-d,) : 6 7.91 (d, J = 8.1 Hz, IH), 7.83 (d, J = 16.0 Hz, 
IH), 7.50-7.20 (m, 9H), 7.01 (d, J = 8.1 Hz, 2H), 6.94 (t, J = 7.4 Hz, IH), 6.53 (d, J = 
16.0 Hz, IH), 5.09 (s, 2H), 4.59 (brs, 2H), 3.16 (s, 3H)o 

^^J8 (6 8) 

10 4- (2- ( (2- 1— f;i/) rD>''?y'-f ;i/) r^>') -4 




TLC : Rf 0.44 (^nD7}^;Ui^ : p^^J'y— ;i'=9 : 1) ; 
NMR (300 MHz, DMSO-ds) : 6 9.50 (brs, IH), 9.00 (t, J = 6.0 Hz; IH), 8.29 (d, 
15 J = 8.1 Hz, IHX 7.93 (m, IH), 7.81 (d, J = 8.1 Hz; IH), 7.58-7.34 (m, 7H), 7.23 (brs, 
IH), 7.12-7.05 (m, 3H), 4.67 (q, J = 7.2 Hz, IH), 4.39 (d, J = 6.3 Hz, 2H), 3.79 (s, 
3H), 2.39 (dd, J = 9.6, 6.0 Hz, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.58 (d, J = 7.2 Hz, 3H), 
1.57-1.50 (m, 2H)o 
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(6 9) 

4- (2- ( (2- ii"7^]y>- rp/V'r;U) T^y) -4 




5 TLC : Rf 0.40 (^^DD7i^;^A : p<^y— ;i/= 9 : 1) ; 

NMR (300 MHz, DMSO-d«) :6 9.51 (s, IH), 8.53 (t, J = 6.0 Hz^ IH), 8.31 (d, J 
= 8.1 Hz, IHX 7.94 (d, J = 7.5 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.61-7.47 (m, 4H), 
7.16 (m, IH), 7.10 (d, J = 7.5 Hz, IH), 6.99 (d, J = 7.5 Hz, IH), 4.69 (q, J = 6.9 Hz, 
IH), 4.19 (d, J = 5.7 Hz, 2H), 2.39 (dd, J = 9.3, 6.0 Hz, 2H), 2.00 (t, J = 7.5 Hz, 2H), 
10 1.59 (d, J = 6.9 Hz, 3H), 1.60-1.51 (m, 3H), 0.70-0.60 (m, 4H) o 

mmm8 (7 0) 

4- (2- ( (2- (±y^i'>- ru7iy-r;i/) 7^y) -4 



15 




TLC : Rf 0.42 (^DDj}%;I/A : ;i/= 9:1) ; 

NMR (300 MHz, DMSO-d«) : 6 9.50 (bre, IH), 9.01 (t, J = 6.0 Hz, IH), 8.29 (d, 

J = 6.0 Hzi IH), 7.94 (m, IH), 7.82 (d, J = 7.8 Hz, IH), 7.78-7.75 (m, 2H), 7.57-7.44 
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(m, 4H), 7.22 (brs, IH), 7.16-7.07 (m, 2H), 7.05 (dd, J = 7.8, 1.5 Hz, IH), 4.67 (q, J 
= 6.9 Hz, IH), 436 (d, J = 6.0 Hz, 2H), 2.39 (dd, J = 8.7, 6.6 Hz, 2H), 2.00 (t, J = 7.5 
Hz, 2H), 1.58 (d, J = 7.2 Hz, 3H), 1.56-1.49 (m, 2H)o 

5 flifeMS (7 1) 

4- (2- ( (2- 1— r;i/) yu^^^^)V) T^y) -4 




T L C : R f 0.22 (B^^3i5=';i/) ; 
10 N M R (300 MHz, DMSO-d.) : 6 12.06 (bt, IH), 9.47 (s,lH), 8.95 (t, J = 6.0 Hz, 
IH), 8.29 (m, IH), 7.93 (m, IH), 7.82 (d, J = 7.8 Hz, IH), 7.70 - 7.63 (m, 2H). 7.59 - 
7.43 (m, 4H), 7.36 - 7.32 (m, 2H), 7.22 (bs, IH), 7.11 (d, J = 8.1 Hz, IH), 7.06 (dd, J 
= 8.1, 1.5 Hz, IH), 4.67 (q, J = 6.9 Hz, IH), 4.38 (d, J = 6.0 Hz, 2H), 2.39 (m, 2H), 
2.35 (s, 3H), 2.01 (t, J = 7.2 Hz, 2H), 1.58 (d, J = 6.9 Hz, 3H), 1.54 (m, 2H)o 

15 

mmms (72) 

4- (2- ( (2- (:^:7^ v>- 1 — f ;i/) rn/'jy-f;!/) ts.j) -4 
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T L C : R f 0.29 (I^^J.^;!/) ; 

N M R (300 MHz, DMSO-d«) : 6 12.03 (br, IH), 9.47 (s, IH), 9.14 (t, J = 6.0 Hz, 
IH), 8.29 (m, IH), 7.96 - 7.79 (m, 4H), 7.64 - 7.43 (m, 6H), 7.22 (bs, IH), 7.12 (d, J 
= 8.1 Hz, IH), 7.06 (dd, J = 8.1, 1.5 Hz, IH), 4.67 (q, J = 6.9 Hz, IH), 4.39 (d, J = 
5 6.0 Hz, 2H), 239 (m, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.58 (d, J = 6.9 Hz, 3H), 1.54 (m, 
2H)o 

mmms (73) 

4- (2- ( (2- ii-y'^iy>-i — r;i/) rD/iy-r;^) r^y) -4 




TLC : Rf 0.46 (^nD7^;i/A : ^i^'^'— ;V=9 : 1) ; 
NMR (300 MHz, DMSO-dJ : d 9.49 (s, IH), 9.22 (m, IH), 8.30-8.28 (m, 2H), 
8.17 (d, J = 7.8 Hz, IH), 7.99 (d, J = 7.5 Hz, IH), 7.93 (d, J = 8.1 Hz, IH), 7.82 (d, J 
15 = 8.1 Hz, IH), 7.70 (t, J - 7.5 Hz, IH), 7.58-7.44 (m, 4H), 7.24 (s, IH), 7.12 (d, J = 
7.8 Hz, IH), 7.08 (d, J = 7.8 Hz, IH), 4.67 (q, J = 6.9 Hz, IH), 4.41 (d, J = 5.7 Hz, 
2H), 2.43-2.37 (m, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.58 (d, J = 6.9 Hz, 3H), 1.58-1.49 
(m, 2H)o 

20 mmms (7 4) 

4- (2- ( (2- (i-y^uy- yu?^J-()V) T^y) -4 



506 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.51 (^J7DD4^;1/A : ji'$fy—J]/=9 : 1) ; 
NMR (300 MH^ DMSO-dJ : 6 9.49 (s, IH), 9.03 (t, J = 6.0 Hz, IH). 8.29 (d, J 
= 7.8 Hz, IH), 7.98-7.90 (m, 3H), 7.82 (d, J = 8.1 Hz, IH), 7.57-7.44 (m, 4H), 7.30 
5 (dd, J = 93, 7.8 Hz, 2H), 7.22 (s, IH), 7.11 (d, J = 8.1 Hz, IH), 7.06 (d, J = 8.1 Hz, 
IH), 4.71 (q, J = 6.9 Hz, IH), 439 (d, J = 63 Hz, 2H), 2.42-2.37 (m, 2H), 2.01 (t, J = 
73 Hz, 2H), 1.58 (d, J = 6.9 Hz, 3H), 1.57-1.50 (m, 2H)o 

^aS^JS (7 5) 

10 4- (2- ( (2- (::^>'i5'V>-l-^';i.) 7Dyiy^';i/) r^y') -4 
- (2-:7;P:^-D^W^;i/7^y^5^;i/) 7 3i-;i,) :r^>^ 




T L C : R f 0.53 D D/fc;i/A : ^ ^y^)],= 9 ; i ) j 
NMR (300 MHz, DMSO-d.) : (J 9.51 (s, IH), 8.83 (in, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.94 (dd, J = 7.8, 1.5 Hz, IH), 7.83 (d. J = 7.8 Hz, IH), 7.64-7.45 (m, 6H), 7.31- 
7.24 (m, 3H), 7.13 (d, J = 7.8 Hz, IH), 7.08 (dd, J = 7.8, 1.2 Hz, IH). 4.69 (q, J = 6.9 
Hz, IH), 438 (d, J = 6.0 Hz, 2H), 2.43-238 (m, 2H), 2.02 (t, J = 7.5 Hz, 2H), 1.59 (d, 
J = 6.9 Hz, 3H), 1.57-1.51 (m, 2H)o 
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^^J8 (7 6) 

4- (2- ( (2- (i-yifU>-l->()V) yu?^yf>()\/) T^y) -4 

- (3 -^PD-4-7;i/;rD^>\/-r;i/T^yp«^;i/) 7a:— ir^J^y 



TLC : Rf 0.60 (^DD4^;i/A : j'it^'y— ;i/=9 : 1) ; 
N M R (300 MHz, DMSO-dg) : 6 9.49 (s, IH), 9.14 (t, J = 6.0 Hz, IH), 8.29 (d, J 
= 8.4 Hz, IH), 8.08 (dd, J = 7.2, 2.1 Hz, IH), 7.93 (d, J = 9.0 Hz, IH), 7.90 (m, IH), 
7.82 (d, J = 7.8 Hz, IH), 7.58-7.45 (m, 5H), 7.23 (brs, IH), 7.11 (d, J = 7.8 Hz, IH), 
10 7.06 (d, J = 8.4 Hz, IH), 4.67 (q, J = 6.9 Hz, IH), 4.39 (d, J = 8.7 Hz, 2H), 2.40 (dd, J 
= 9.0, 6.0 Hz, 2H), 2.01 (t, J = 7.5 2H), 1.58 (d, J = 6.9 Hz, 3H), 1.57-1.52 (m, 
2H)o 

^^J8 (7 7) 

15 4- (2- ( (2- (2-tJ7DD7ai— ;i/) rny^y-r;!/) rr^y) -4- 





T L C : R f 0.40 (^=3p-y-> : gp^x.^;i/ : |^^= 1:1: O.Ol) ; 
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N M R (300 MHz, DMSO-dJ : 6 12.50 (bs, IH), 9.50 (s, IH), 7.50 (dd, J = 7.8, 2.1 
Hz, IH), 7.44 (dd, J = 7.8, 2.1 Hz, IH), 7.40 - 7.23 (m, 5H), 7.21 (m, 2H), 7.01 - 6.89 
(m, 3H), 5.02 (s, 2H), 4.26 (q, J = 7.2 Hz, IH), 2.50 (m, 2H), 2.14 (t, J = 7.2 Hz, 2H), 
1.64 (m, 2H), 1.48 (d, J = 7.2 Hz, 3H)o 



^^J8 (7 8) 

4- (2- ( (2- (3-t^DD7 3i— ;i/) rn/^</-f;i/) T^J) -4- 
:7 3i^:^i/pi5^;i/7 3i^;i/) 



10 T L C : R f 0.44 {^^'\)'> : WfM^'^JV : WfM= 1:1: O.Ol) ; 

N MR (300 MHz, DMSO-d«) : 6 12.05 (bs, IH), 9.48 (s, IH), 7.45 (s, IH), 7.38 
- 7.16 (m, 8H), 7.00 - 6.88 (m, 3H), 5.02 (s, 2H), 3.92 (q, J = 7.2 Hz, IH), 2.42 (m, 
2H), 2.07 (t, J = 7.2 Hz, 2H), 1.54 (m, 2H), 1.42 (d, J = 7.2 Hz, 3H)o 

15 mms (7 9) 

4- (2- ( (2- (4-^'DP7 3in;i/) TD>'^>'-f ;i/) 7'^y') -4- 
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T L C : R f 0.46 : mm^^^J)/ : mm= 1:1: 0.01) ; 

NMR (300 MHz, DMSO-dfi) : 6 12.06 (bs, IH), 9.46 (s, IH), 7.44 - 735 (m, 5H), 
7.31 - 7.15 (m, 4H), 7.00 - 6.88 (m, 3H), 5.01 (s, 2H), 3.91 (q, J = 6.9 Hz, IH), 2.42 
(m, 2H), 2.07 (t, J = 6.9 Hz, 2H), 1.55 (m, 2H), 1.41 (d, J = 6.9 Hz, 3H)c 

^IffeggS (80) 

4- (2- ( (2- (4 -7;V:rn7 3i-;i/) rD>'Sy' ;i/) T^y) -4 

i^^COOH 



T L C : Rf 0.44 (^:^■t^> : B^^:c5^;i/ : mm= 1:1: O.Ol) ; 

N MR (300 MHz, DMSO-d«) : 6 12.05 (bs, IH), 9.43 (s, IH), 7.46 - 736 (m, 3H), 

7.31 - 7.23 (m, 2H), 7.22 - 7.10 (m, 4H), 7.00 - 6.88 (m, 3H), 5.01 (s, 2H), 3.91 (q, J 

= 6.9 Hz, IH), 2.42 (m, 2H), 2.06 (t, J = 7.5 Hz, 2H), 1.5 3 (m, 2H), 1.40 (d, J = 6.9 

Hz,3H)o 

mmma (si) 

4- (2- ( (2- (4-^ h:^2/7 3ir^;i/) rn.'iy-f;!/) T^y) -4 
-731^ 4p$^^5^;v:73i-;i/) 
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T L C : R f 0.40 : mm^^^^V : mm= 1:1: 0.01) ; 

NMR (300 MHz, DMSO-d«) : 6 12.05 (bs, IH), 933 (s, IH), 7.38 (s, IH), 7.34 

- 7.23 (m, 4H), 7.17 (m. 2H), 7.00 - 6.85 (m, 5H), 5.01 (s, 2H), 3.83 (q, J = 6.9 Hz, 
IH), 3.72 (s, 3H), 2.41 (m, 2H), 2.05 (t, J = 7.5 Hz, 2H), 1.5 3 (m, 2H), 1.38 (d, J = 

5 6.9 Hz, 3H)o 

HaiglJS (8 2) 

4- (2- ( (2- (:^:7^ 1— rD>'i>'-r;i/) T'S^y) -4 

- (3-31 h:api</^>\/-r;i':p^>'^5=-;i') 7 3^^;i/) y'^^m. 



10 




TLC : Rf 0.44 (;^nDj}K;i/A : p^t^y— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d<) : 9.50 (s, IH), 8,98 (t, J = 5,7 Hz, IH), 8.29 (d, J 
= 7.8 Hz, IH), 7.93 (d, J = 7.2 Hz, IH), 7.81 (d, J = 7.8 Hz, IH), 7.57-7.36 (m, 7H), 
7.23 (s, IH), 7.12-7.04 (m, 3H), 4.67 (q, J = 6.0 Hz, IH), 4.38 (d, J = 5.7 Hz, 2H), 
15 4.05 (q, J = 6.9 Hz, 2H), 2.40 (dd, J = 8.7, 7.2 Hz, 2H), 2.01 (t, J = 7.5 Hz^ 2H), 1.58 
(d, J = 6.9 Hz, 3H), 137-1.50 (m, 2H), 1.33 (t, J = 6.9 Hz, 3H)o 

mmma (8 3) 

4- (2- ( (2- (:^7i5'^>- 1— Y;1/) ro/ly'-Y;!/) T'^y) -4 
20 - (3, 5-i>'7j]/:ta^>V^ ^VT^yf y3u—)v) y-$^>m 
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TLC : Rf 0.56 (^'□n;^;i/A : ;i/=9 : 1) ; 

N M R (300 MHz, DMSO-dj) : 6 9.50 (s, IH), 9.18 (t, J = 6.0 Hz, IH), 8.29 (d, J 
= 8.1 Hz;, IH), 7.93 (d, J = 7.2 Hz, IH), 7.82 (d, J = 7.8 Hz, IH), 7.60-7.44 (m, 7H), 
5 7.23 (bis, IH), 7.11 (d, J = 8.1 Hz, IH), 7.07 (d, J = 8.1 Hz, IH), 4.67 (q, J = 6.9 Hz, 
IH), 4.39 (d, J = 5.7 Hz, 2H), 2.40 (dd, J = 9.0, 6.3 Hz, 2H), 2.01 (t, J = 7.2 Hz, 2H), 
1.58 (d, J = 6.9 Hz, 3H), 1.57-1.50 (m, 2H)o 



18 (84) 

10 4- (2- ( (2- (:^7^^>- 1— r;!/) rn/'^y-i';!/) t^^^) 



COOH 




TLC : Rf 0.62 (^DD;fc;i/A : ^tJ'-/— ;i'=9 : 1) ; 
N MR (300 MHz, DMSO-d^) : 6 9.54 (s, IH), 8.33 (d, J = 8.7 Hz, IH), 7.94 (d, J 
15 = 6.9 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.61-7.47 (m, 4H), 7.38 (s, IH), 7.29 (no, IH), 
7.19 (s, 2H), 6.90-6.80 (m, 2H), 6.75 (m, IH), 5.03 (s, 2H), 4,70 (q, J = 6.9 Hz, IH), 
2.44 (dd, J = 9.0, 5.1 Hz, 2H), 2.03 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.59- 
1.52 (m, 2H)o 
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^^J8 (8 5) 

4- (2- ( (2- (4-;><^;i/7ai^;i/) 7*D7iy-f;i/) T^y) -4- 
7 




5 TL C : Rf 0.24 (^^■t^> : S^^Jc5^;i/= 1:2) ; 

N M R (300 MHz, DMSO-d^) : 6 12.04 (s, IH), 9.34 (s, IH), 7.37 (bs, IH), 7.32 
- 7.08 (m, SH), 7.00 - 6.88 (m, 3H), 5.01 (s, 2H), 3.84 (q, J = 6.9 Hz, IH), 239 (m, 
2H), 2.26 (s, 3H), 2.02 (t, J = 7.5 Hz, 2H), 1.51 (m, 2H), 13 8 (d, J = 6.9 Hzi 3H)o 

10 gljteMS (8 6) 

4- (2- ( (2- l--f;i/) yuJiyf^J]/) T^y) -4 




T L C : R f 0.34 (fP^3i5^;i/) ; 
15 N M R (300 MHz, DMSO-dj) : 6 12.04 (br, IH), 9.55 (s, IH), 831 (d, J = 8.1 Hz, 
IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.41 - 735 (m, 3H), 
7.22 - 7.14 (m, 3H), 5.10 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 3.78 (s, 3H), 2.44 (m, 2H), 
2.03 (t, J = 73 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1,57 (m, 2H)o 
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^^^J8 (8 7) 

4- (2- ( (2- 1--(JV) y'UJty^)]/) T5.y) -4 



5 




T L C : R f 0.40 (ff^ai^^;!/) ; 

N M R (300 MHz, DMSO-d«) : 6 12.04 (s, IH), 9,52 (s, IH), 8.31 (d. J = 8.1 Hz. 
IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.39 (m, 8H), 7.28 - 7.16 (m, 3H), 
5.10 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.55 (s, 3H), 2.44 (m, 2H), 2.03 (t, J = 7.2 Hz, 
10 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 2H)o 

mmm8 (ss) 

4- (2- ( (2- (:^7^5'l^>- l->f;i/) rn^iy-r;!/) TS,^) -4 
- (3— r V7*Dlf;i/-5-^5^;i/7aiyJ[^2/^5^;i/) 7ai:::i;i/) >m 



15 




T L C : R f 0.26 (^^Pt?-> : B^^3i5^;i/= 1:2); 
NMR (300 MHz, DMSO-d«) : d 12.04 (s, IH), 9,51 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.95 (m, IH), 7.83 (d, J = 8,1 Hz, IH), 7.62 - 7.47 (m, 4H), 7.37 (s, IH), 7.18 
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(m, 2H). 6.65 - 6 J9 (m, 3H), 4.96 (s, 2H), 4.69 (q, J = 6.9 H z, IH), 2.77 (m, IH), 
2.43 (m, 2H), 2.22 (s, 3H), 2.03 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 
2H), 1.14 (d, J = 6.9 Hz, 6H)o 

5 liai^JS (8 9) 

4- (2- ( (2- (Th^iJ'lxV- 1— 7-D/"«>'>f;i/) T-^y) -4 
- (2, 4, 6-hU7;V:4-D:7 3iydps/;,{5^;i/) :7aijr;i/) 

r^cooH 



T L C : R f 0.28 (^^V-> : m^=^^)\y= 1:2); 
10 N M R (300 MHz, DMSO-d^) :6 12.12 (br, IH), 9.70 (bs, IH), 8.33 (d, J = 8.1 Hz, 
IH). 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.40 (m, 5H), 7.28 - 7.10 (m, 4H), 
5.01 (s, 2H), 4.74 (q, J = 6.9 Hz, IH), 2.45 (m, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.60 (d, 
J = 6.9 Hz, 3H), 1.56 (m, 2H)o 

15 mmms oo) 

4- (2- ( (2- (:^:7^^>- 1— r;i/) rD>^^y-f;i/) T'^y) -4 

r^COOH 
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T L C : R f 0.24 i^^V-^ : g^^3i5^;i/= 1:2); 
NMR (300 MHz, DMSO-d«) : 6 12.05 (bs, IH), 9.52 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 (d, J = 8.4 Hz, 2H), 7.60 - 7.46 (m, 
4H), 7.39 (s, IH), 7.20 (m, 2H), 7.12 (d, J = 8.4 Hz, 2H), 5.09 (s, 2H), 4.70 (q, J = 
5 6.9 Hz, IH), 2.44 (m, 2H), 2.03 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 
2H)o 

^^J8 (9 1) 

4- (2- ( (2- (i-7^U>-l-'iJV) yUJ^^^))/) TKy>) -4 
10 - (4-rD^7i>':3pt^p?^;i/) 7ac— ;i/) iT^J? >^ 

i^^COOH 



TLC : Rf 0.54 (^J7DD7}t;VA : ^^J'y— ;V= 9 : 1) ; 
NMR (300 MHz, DMSO-d,) : 6 9.54 (s, IH), 8.31 (d, J = 8.1 Hz, IH), 7.94 (dd, 
J = 7.8, 13 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.61-7.47 (m, 4H), 7.45-7.40 (m, 2H), 
15 7.37 (s, IH), 7.17 (d, J = 0.9 Hz, 2H), 6.96-6.93 (m, 2H), 5.01 (s, 2H), 4.70 (q, J = 
6.9 Hz, IH), 2.44 (dd, J = 8.7, 6.0 Hz, 2H), 2.02 (t, J = 7.5 Hz, 2H), 1.59 (d, J = 6.9 
Hz, 3H), 1.58-1.52 (m, 2H)o 

I^^J8 (9 2) 

20 4- (2- ( (2- (±7^^V>- 1— f;v) rp>''?y'f;i/) T%^) -4 
- (3-^ h^^ps^^oiydp^./^^^;!/) 7jc^;i/) •:/if>m 
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TLC : Rf 0.60 (^DD7}x;i/A : pi^y'— ;v= 9 : 1) ; 
NMR (300 MHz, DMSO-d«) : 6 9.54 (s, IH), 8.31 (d, J = 8.4 Hz, IH), 7.94 (d, J 
= 7.2 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.60-7.47 (m, 4H), 737 (s, IH), 7.18-7.13 
5 (m, 3H), 6.56-6.48 (m, 3H), 4.99 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 3.70 (s, 3H), 2.43 
(dd, J = 8.7, 5.7 Hz, 2H), 2.02 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.59-1.51 
(m,2H)o 

^^J8 (9 3) 

10 4- (2- ( (2- (:^7^$'^>-l — r;i/) rD7i>'-i';v) t^j) -4 

r^^cooH 



TLC : Rf 0.59 (i^DD3jc;i/A : p?^?^'— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-dj) : d 9.55 (s, IH), 8 33 (d, J = 8.4 Hz, IH), 7.94 (dd, 
15 J = 7.8, 1.8 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.61-7.47 (m, 4H), 7.37 (s, IH), 7.18 (s, 
2H), 6.98 (dd, J = 7.5, 1.8 Hz, IH), 6.95 (dd, J = 7.5, 2.4 Hz, IH). 6.91-6.80 (m, 2H), 
4.98 (s, 2H), 4.70 (q, J = 7.2 Hz, IH), 3.74 (s, 3H), 2.46-2.41 (m, 2H), 2.03 (t, J = 7.5 
Hz, 2H), 1.60 (d, J = 7.2 Hz, 3H), 1.59-1.52 (m. 2H)o 
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mma (94) 

4- (2- ( (2- (tJ-7i5^u>- 1— ra/l-Z'T;!/) r^y') -4 



T L C : R f 0.18 ; 

NMR (300 MHz, DMSO-ds) : 6 12.05 (bs, IH), 9.53 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.94 (m, IH), 7.86 (d, J = 8.7 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 
5H), 7.41 (d, J = 1.5 Hz, IH), 7.23 (dd, J = 7.8, 1.5 Hz, 1 H), 7.18 (d, J = 7.8 Hz, IHX 
10 7.06 (dd, J = 8.7, 2.4 Hz, IH), 5.11 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.75 (s, 3H), 
2.43 (m, 2H), 2.02 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 2H)o 

mmz (9 5) 

4- (2- ( (2- (:^7^v>- l-'r;v) rn7'?y-f;v) :r^y) -4 

15 - (4- (1, 2, 4- hUr^/— 1— f;!/) ^a^^^^S^^^A) 7ai 
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T L C : R f 0.11 (S^^a^^;i/) ; 

NM R (300 MHz, DMSO-d,) : 6 12.05 (s, IH), 9-52 (s, IH), 9.15 (s, IH), 8.31 (d, 
J = 8.1 Hz, IH), 8.17 (s, IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.74 (d, J = 9.0 
Hz, 2H), 7.62 - 7.46 (m, 4H), 7.41 (bs, IH), 7.25 - 7.16 (m, 2H), 7.15 (d, J = 9.0 Hz, 
5 2H), 5.09 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.43 (m, 2H), 2.03 (t, J = 7.5 Hz, 2H), 
1.60 (d, J = 6.9 Hz, 3H), 1.57 (m, 2H)o 

^^J8 (9 6) 

4- (2- ( (2- (±7i5'l/>- 1— r;v) :7-D^^y>r;i/) 7^^) -4 

10 - (2-aih^^7 3i>'Jp^^5=-;i/) 7 3i^;v) y^>m 




T L C : R f 0.45 (i^^:E.^;v) ; 

NMR (300 MHz, DMSO-d«) : 6 12.04 (s, IH), 9.51 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7,46 (m, 4H), 738 (bs, IH), 7.18 
15 (m, 2H), 7.01 - 6.92 (m, 2H), 6.90 - 6.78 (m, 2H), 5.00 (s, 2 H), 4.70 (q, J = 6.9 Hz, 
IH), 3.98 (q, J = 6.9 Hz, 2H), 2.43 (m, 2H), 2.03 (t, J = 7.5 Hz^ 2H), 1.60 (d, J = 6.9 
Hz, 3H), 1.57 (m, 2H), 1.26 (t, J = 6.9 Hz, 3H)o 

^^J8 (9 7) 

20 4- (2- ( (2- (:^7iJ'i/>- l--f;i/) rn7i>''f;v) T^^) -4 

- (2-^ hdp^'-5-p<5=-;V7aiy=aE^S/;^5^;i/) 7ain;i/) >m 
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T L C : R f 0.41 (g^^3i5^;i/) ; 

NMR (300 MHz, DMSO-d,) : 6 12.05 (bs, IH), 9.53 (s, IH), 8.32 (d, J = 8.1 Hz, 
IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.36 (bs, IH), 7.18 
5 (m, 2H), 6.85 (d, J = 2.1 Hz, IH), 6.82 (d, J = 8.1 Hz, IH), 6.68 (m, IH), 4.95 (s, 2H), 
4.70 (q, J = 6.9 Hz, IH), 3,68 (s, 3H), 2.44 (m, 2H), 2.19 (s, 3H), 2.03 (t, J = 7.5 Hz, 
2H), 1.60 (d, J = 6.9 Hzi 3H), 1.57 (m, 2H)o . 

(9 8) 

10 4- (2- ( (2- (:^>'^v>- i--r;i/) rn^iy-Y;!/) :p^y) -4 




T L C : R f 0.40 (B^M^^;!/) ; 

NMR (300 MHz, DMSO-dj) : 6 12.04 (s, IH), 9.51 (s, IH), 830 (d, J = 8.1 Hz, 
15 IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.35 (bs, IH), 7.17 
(m, 2H), 6.14 (d, J = 2.1 Hz, 2H), 6.07 (t, J = 2.1 Hz, IH), 4.96 (s, 2H), 4.69 (q, J = 
6.9 Hz, IH), 3.67 (s, 6H), 2.42 (m, 2H), 2.02 (t, J = 7.2 Hz, 2H), 1.59 (d, J = 6.9 Hz, 
3H), 1.55 (m, 2H)o 
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4- (2- ( (2- i±'7i$'U>-l-^J]/) yuj^^^j]/) T^^) -4 




T L C ; R f 0.40 (B^^3^5^;i/) ; 

NMR (300 MHz, DMSO-d,) : 6 12.04 (s, IH), 9.51 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.95 (m, IH), 7.84 (d, J = 8.1 Hz, IH), 7.62 - 7.47 (m, 4H), 7.38 (bs, IH), 7.16 
(m, 2H), 7.03 (m, IH), 6.90 - 6.76 (m, 2H), 4.92 (s. 2H), 4.7 0 (q, J = 6.9 Hz, IH), 
3.78 (s, 3H), 2.43 (m, 2H), 2.02 (t, J = 7.5 H^ 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 
2H)o 

^^J8 (10 0) 

4- (2- ( (2- (:^7^$'^>-l — rrn/l^^;!/) 7^^) -4 
- (2— r vrDlf;v;^^r^7iy:^$/^5^;i/) 7aL-;i/) y'^ym 




TLC : Rf 0.53 (mmx.^JV) ; 

NMR (300MHz,DMSO-d«) :6 12.05 (s. IH), 9.51 (s, IH), 831 (d, J = 8.1 Hz, 
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IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.39 (bs, IH), 7.18 
(m, 2H), 7.02 - 6.92 (m, 2H), 6.89 - 6.81 (m, 2H), 5.00 (s, 2 H), 4.70 (q, J = 6.9 Hz, 
IH), 4.47 (m, IH), 2.43 (m, 2H), 2.03 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 
1.57 (m, 2H), 1.18 (d, J = 6.0 Hz, 6H)o 

mms (10 1) 

4- (2- ( (2- (:^7^l/>- 1— f;i/) yuM^^)]/) T^J) -4 



;ooH 




10 T L C : R f 0.35 ; 

NMR (300 N4Hz, DMSO-d.) : S 12.05 (s, IH), 9.51 (s, IH), 8.30 (d, J = 8.1 Hz, 
IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.65 (d, J = 8.7 Hz, IH), 7.62 - 7.45 (m, 
5H), 7.26 (dd, J = 7.8, 1.8 Hz, IH), 7.20 (d, J = 7.8 Hz, 1 H), 6.73 (d, J = 2.4 Hz, IH), 
6.59 (dd, J = 8.7, 2.4 Hz, IH), 5.19 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 3.80 (s, 3H), 

15 2.44 (m, 2H), 2.42 (s, 3H), 2.05 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.58 (m, 
2H)o 

lljfe^JS (10 2) 

2- (2- ( (4-;>?g^;i/-2- (:h7^ix>-l->f;i/) '^v^y-f;!/) 

20 T'^^) -4-7ai^dp2/^5=';V'^>^;V) 
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TLC : Rf 0.70 (^□D7tx;i/A ; ^^5'^— ;i/= 1 0 : 1) o 
^^J8 (103) 

5 4- (2- ( (2- yu7^y-()]/) T^y) -4 

r^COOH 



TLC : Rf 0.72 (i7nDJj^;i/A : ^^^—;i/=9 : 1) ; 
N M R (300 MHz, DMSO-d«) : 6 9.55 (s, IH), 831 (d, J = 8.4 Hz, IH). 7.94 (d, J 
10 = 8.7 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.60-7.47 (m, 4H), 7.39 (s, IH), 7.19-7.17 
(m, 3H), 7.02 (s, IH), 5.06 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.44-2.42 (m, 2H), 2.16 
(s, 3H), 2.11 (s, 3H), 2.04 (t, J = 7.5 Hz, 2H), 1.59 (d, J = 6.9 Hz, 3H), 1.59-1.52 (m, 
2H)o 

15 ^^J8 (10 4) 

4- (2- ( (2- (:^7^$'^>- i---r;i/) rpv^i^'-f ;i/) 7*^^) -4 
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-(l-;e-^V-l, 2, 3, 4:-y'h'^\^\'U±yi^]y>-6-^)]^>t^ 




TLC : Rf 0.62 (;57nD;J^;bi:. : ^^5^y— ;i/=9 : 1) ; 
5 N M R (300 MHz, DMSO-dj) : 6 9.56 (s, IH), 8.31 (d, J = 8.1 Hz, IH), 7.94 (d, J 
= 6.9 Hz, IH), 7.84-7.78 (m, 2H), 739-7.47 (m, 4H), 7.40 (s, IH), 7.19 (bis, 2H), 
6.93-6.91 (m, 2H), 5.10 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.88 (t, J = 6.0 Hz, 2H), 
2.53-2.50 (m, 2H), 2.44 (dd, J = 8.7, 5.4 Hz, 2H), 2.05-1.97 (m, 4H), 1.60 (d, J = 6.9 
Hz, 3H), 1.59-1.52 (m, 2H)o 

10 

mmm8 (i o 5) 

4- (2- ( (2- rD7iy-f;i/) T5,^) -4 




15 TLC : Rf 0.62 (e7nDJf;;i/A : ^iS^y— ;V=9 : 1) ; 

N M R (300 MHz, DMSO-d^) : 6 9.53 (s, IH), 8.30 (d, J = 8.1 Hz, IH), 7.94 (d, J 
= 7.5 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.62-7.45 (m, 6H), 7.43-7.36 (m, 2H), 7.32 
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(m, IH), 7.20 (s, 2H), 5.09 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.48-2.41 (m, 2H), 2.03 
(t, J = 7.5 Hz, 2H), 1,60 (d, J = 6.6 Hz, 3H), 1.58-1.54 (m, 2H)o 

»^J8 (10 6) 

5 4- (2- ( (2- (:^:7^$^ u>- l->r;i/) rn/iy' 7^^) -4 




TLC : Rf 0.59 {^au^i^JVA : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-dj) : 6 9.55 (s, IH), 8.31 (d, J = 8.4 Hz, IH), 7.94 (d, J 
10 = 7.2 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.61-7.47 (m, 4H), 7.37 (s, IH), 7.18 (s, 2H), 
6.63 (m, IH), 6.59 (m, IH), 6.52 (m, IH), 5.02 (s, 2H), 4.70 (q, J = 6.6 Hz, IH), 3.72 
(s, 3H), 2.49-2.41 (m, 2H), 2.02 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.6 Hz, 3H), 1.59- 
1.51 (m, 2H)o 

15 HifS^JS (10 7) 

4- (2- ( (2- (:^7^ ixV- l->f;i/) rD/^>'-r;i/) T^y) -4 
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TLC : Rf 0.60 (^DD7fj;i/A : ^iJ'y'— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d«) : 6 9.54 (s, IH), 8.31 (d, J = 8.1 Hz, IH), 7.95 (d, J 
= 7.8 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.61-7.47 (m, 4H), 7.36 (s, IH), 7.17 (s, 2H), 
6.88 (d, J = 8.4 Hz, IH), 6.80 (d, J = 1.5 Hz, IH), 6.65 (dd, J = 8.4, 1.5 Hz, IH), 4.94 
5 (s, 2H), 4.69 (q, J = 6.9 Hz, IH), 3.72 (s, 3H), 2.52 (q, J = 7.5 Hz, 2H). 2.43 (dd, J = 
8.7, 5.4 Hz, 2H), 2.03 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.59-1.52 (m, 2H), 
1.14(t,J=»7.5Hz,3H)o 

mmms (i o 8) 

10 4- (2- ( (2- (:^7^^>- l-'f;!/) -Tunj^f)]/) T^y') -4 




TLC : Rf 0.49 (^Dn5^;i/A : ^^y— ;i/=9 : 1) ; 
15 NMR (300 MHz, DMSO-d,) : 6 9.95 (s, IH), 9.56 (s, IH), 8.31 (d, J = 8.4 Hz, 
IH), 7.94 (d, J = 8.4 Hz, IH), 7.83 (d, J = 7.8 Hz^ IH), 7.76 (d, J = 2.4 Hz, IH), 7.61- 
7.47 (m, 4H), 739 (brs, IH), 7.34 (dd, J = 8.7, 2.4 Hz, IH), 7.19 (s, 2H), 7.13 (d, J = 
8.7 Hz, IH), 5.07 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.47-2.41 (m, 2H), 2.03 (t, J = 7.5 
Hz, 2H), 2.00 (s, 3H), 1.59 (d, J = 6.9 Hz, 3H), 1.59-1.53 (m, 2H)c 

20 

^^J8 (109) 

4- (2- ( (2- (::^7^5'V'>-l — f;i/) T'D/ly' 7^^) -4 
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cc 




TLC : Rf 0.62 (;5'PD5^;i/A : .jt^S'y— ;i/=9 : 1) ; 
N MR (300 MHz, DMSO-d^) : 6 9.56 (s, IH), 8.31 (d, J = 8.1 Hz, IH), 7.94 (d, J 
= 7.2 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62-7.47 (m, 4H), 7.39 (s, IH), 7.24-6.93 
(m, 6H), 5.08 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.47-2.40 (m, 2H), 2.35 (s, 3H), 2.04 
(t, J = 7.5 Hz, 2H), 1.59 (d, J = 6.9 Hz, 3H), 1.59-1.53 (m, 2H)o 

lljfe^JS (110) 

4- (2- ( (2- l->f;i/) :7*p>'iy >f ;i/) T5,y) -4 

r^^cooH 



TLC : Rf 0.62 (^nD3lK;i/A : pC^y'— ;v=9 : 1) ; 
NMR (300 MHz, DMSO-d,) : d 9.55 (s, IH), 8.31 (d, J = 8.1 Hz, IH^ 7.96-7.90 
(m, 3H), 7.83 (d, J = 7.8 Hz, IH), 7.61-7.47 (m, 4H). 7.40 (brs. IH), 7.19 (s, 2H), 
7.07 (d, J = 9.0 Hz, 2H), 5.12 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.91 (t, J = 7.2 Hz, 
2H), 2.44 (dd, J = 8.7, 5.7 Hz, 2H), 2.03 (t, J = 7.2 Hz, 2H), 1.68-1.52 (m, 4H), 1.60 
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(d, J = 6.9 Hz, 3H), 0.90 (t, J = 7.5 Hz, 3H)o 

HiS^J 8 (111) 
(2E) -3- (2- ( (4-^5^;i/-2-7a.-;i/^>^yxf;i/) 

/COOH 



TLC : Rf 0.39 (^C3D5t^;i/A : ;i'=9 : 1) o 

mmm8 (112) 

10 4- (2- ( (2- (4-7;^;^D:^7^5'l✓>- 1— rD/'?y>f;i/) 

-4- (tr^v)^— ;i/-i-'f;v^5=-;v) '^^>m 

r^COOH 



T L C : R f 0.30 ; 

NMR (300 MHz, DMSO-ds) : 6 12.03 (s, IH), 9.51 (s, IH), 8.34 (d, J = 8.1 Hz, 
15 IH), 8.11-8.08 (m, IH), 7.77 (d, J = 2.1 Hz, IH), 7.72-7.62 (m, 2H), 7.54 (dd, J = 8.1, 
5.7 Hz, IH), 7.42 (d, J = 2.1 Hz, IH), 7.32 (dd, J = 10.5, 8.1 Hz, IH), 7.15-7.10 (m. 
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2H), 6.95 (dd, J = 8.1, 1.5 Hz, IH), 6.23 (t, J = 2.1 Hz, IHX 5.24 (s, 2H), 4.63 (q, J = 
6.9 Hz, IH), 238 (t, J = 7.8 Hz, 2H), 1.98 (t, J = 7.8 Hz, 2H), 1.58 (d, J = 6.9 Hz, 
3H), 1.54-1.49 (iii,2H)o 



5 mmms a 13) 

3- (2- ( (2- (4-7JV:tti±y^]yy-l — r;i/) 7-D7iy^;v) 




TLC : Rf 0.39 : i^^n:5=-;V= 1:1. 0.5%mm) ; 

10 N M R (300 MHz, DMSO-d^) : 6 12.13 (s, IH), 9.64 (s, IH), 834 (m, IH), 8.10 
(m, IH), 7.74-7.61 (m, 2H), 7.54 (dd. J - 8.1, 5.7 Hz, IH), 736-7.17 (m, 6H), 6.99- 
6.88 (m, 3H), 5.01 (s, 2H), 4.66 (q, J = 6.9 Hz, IH), 2.72 (t, J = 7.5 Hz, 2H), 2.36 (t, J 
= 7.5 Hz, 2H), 1.59 (d, J = 6.9 Hz, 3H)o 

15 mmms (ii 4) 

3- (2- ( (2- (4-7;l/:^D:^7^^>- 1 — ()]/) yu^^y^)]/) 
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TLC : Rf 0.33 : i^^J^5^;V= 1:1. 0.5%B^^) ; 

NMR (300 MHz, DMSO-dj) : 6 12.12 (br, IH), 9.67 (bs, IH), 8.33 (m, IH), 8.09 
(m, IH), 7.71-7.60 (m, 2H), 7.53 (dd, J = 7.2, 6.6 Hz, IH), 7.34-7.22 (m, 2H), 7.17- 
7.07 (m, 2H), 7.04-6.95 (m, 2H), 6.55-6.44 (m, 3H), 6.17 (t, J = 5.7 Hz, IH), 4.63 (q, 
5 J = 6.9 Hz, IH), 4.16 (d, J = 5.7 Hz, 2H), 2.67 (t, J = 7.5 Hz, 2H), 2.33 (t, J = 7.5 Hz, 
2H), 1.58 (d, J = 6.9 Hz, 3H)o 

^M^J8 (115) 

3_ (2- ( (2- {4-yj\/:tui-ydfU>-l-^)\^) rn/iy'>f;v) 
10 T^^') -4- (i^^\;— i-'f;i/^^;i') 7in;i/) 7*d/i>^ 



TLC : Rf 0.19 (^=¥it> : @^m^^;i/= 1 : 2^ 0.5%S^^) ; 
NMR (300 MHz, DMSO-d«) : 6 12.12 (br, IH), 9.64 (bs, IH), 8.32 (m, IH), 8.09 
(m, IH), 7.76 (d, J = 2.1 Hz, IH), 7.73-7.61 (m, 2H), 753 (dd, J = 7.8, 5.7 Hz, IH), 
15 7.42 (d. J = 2.1 Hz, IH), 7.30 (dd, J = 10.5, 7.8 Hz, IH), 7.16 (d, J = 7.8 Hz, IH), 
7.13 (d, J = 1.5 Hz, IH), 6.95 (dd, J = 7.8, 1.5 Hz, IH), 6.23 (t, J = 2.1 Hz, IH), 5.24 
(s, 2H), 4.63 (q, J = 6.9 Hz, IH), 2.67 (t, J = 7.8 Hz, 2H), 234 (t, J = 7.8 Hz, 2H), 
1.57 (d, J = 6.9 Hz, 3H)o 

20 mmm s (i 1 6 ) 

2- (2- ( (2- (4-7;i';rD::h:7^ V>- 1 — r;i/) T'^^JV) 
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a 




F 



T L C : R f 0.56 P Ut^JVA : ~-;i/= 10:1) ; 

N M R (300 MHz, DMSO-d«) : 6 9.79 (s, IH), 8.12-8.02 (m, 2H), 7.87 (m, IH), 
7.67-7.52 (m, 3H), 7.47-7.11 (m, 7H), 7.06-6.87 (m, 5H), 5.02 (s, 2H), 435 (s, 2H), 
5 4.11 (s, 2H)o 

^^J8 (117) 

2- (2- ( (2- (4-7;i/:^n::?-7^V>-l— r;V) yuj^>f^;]y) 



TLC : Rf 0.60 (l7Uti:^;VA : 10:1) ; 

NMR (300 MHz, DMSO-dj) : 6 9.70 (s, IH), 8.26 (m, IHX 8.07 (m, IH), 7.79 (m, 
IH), 7.68-7.53 (m, 3H), 7.45 (m, IH), 7.41-7.21 (m, 5H), 7.16 (m, IH), 7.04-6.86 (m, 
5H), 5.03 (s, 2H), 4.62 (q, J = 6.9 Hz, IH), 4.27 (s, 2H), 1.48 (d, J = 6.9 Hz, 3H)o 



10 




15 
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^^J8 (118) 

2- (2- ( (4 -:^^;\/- 2-y ^ yf)V) TK^) -4-7 



5 TLC : Rf 0.50 (^Dn:*c;i/A : ^^y— ;i/=9 : 1) ; 

NMR(3G0 MHz, CDCl^) : 6 8.15 (brs, IH), 8.00-7.94 (m, IH), 7.94-7.88 (m, IH), 
7.44-7.34 (m, IH), 7.32-7.02 (m, IIH), 7.00-6.90 (m, 3H), 5.02 (s, 2H), 4.20 (s, 2H), 
3.55 (t, J = 7.5 Hz, IH), 2.00-130 (m, 3H), 0.85 (d, J = 6.0 Hz, 6H)o 

10 jiaS^JS (119) 

2- (2- ( (4-^5^;i/-2- (3, 5-t^^^J]yy=i^—J\y) ^V^y-f 
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TLC : Rf 0.50 (t5'DD7fv;i/A : ;|/=9 : 1) ; 

N M R (300 MHz, CDCIg) : 6 8.16 (bra, IH), 7.95 (d, J = 7.5 Hz, IH), 7.84 (brs, 
IH), 7.42-7.34 (no, IH), 732-6.90 (m, 9H), 6.81 (s, 3H), 5.02 (s, 2H), 4.25 (d, J = 
16.2 Hz, IH), 4.15 (d, J = 16.2 Hz, IH), 3.47 (t, J = 7.8 Hz, IH), 2.22 (s, 6H), 2.04- 
5 1.90 (m, IH), 1.66-1.55 (m, IH), 1.50-1.30 (m, IH), 0.85 (d, J = 6.6 Hz, 6H) o 

Hjfe^JS (12 0) 

2- (2- ( (2- (:^7t$^^>-l — r;U) T't^JV) y^y) -4-7 

:»iy^r^^^;i/^>y;i/) 



10 




TLC : Rf 0.50 (^7DD7}x;i/A : ^^y—;i/=9 : 1) ; 
NMR (300 MHz, CDCQ : 6 8.08 (s, IH), 8.00-7.89 (m, 2H), 7.82-7.73 (m, IH). 
7.72-7.66 (m, IH), 7.52 (brs, IH), 7.49-738 (m, 2H), 7.34-7.18 (m, 5H), 7.16-7.10 
(m, IH), 7.02-6.90 (m, 4H), 6.84-6.76 (m, IH), 5.01 (s, 2H), 4.09 (s, 2H), 3.88 (s, 
15 2H)o 

^^J8 (1 2 n 

3- (2- ( (4-;»t5^;i/-2- ( 4 -:7;i/2r-D- 3 -p<5^;i/7 3:^;i/) 
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COOH 



Cr 




F 



T L C : R f 0.41 P P7}^;i/A : p< iJ' ^ — ;V= 19:1) ; 
NMR (300 MHz, CDCI3) : 6 8.23 (s, IH), 7.80 (s, IH), 733-7.09 (m, 6H), 
7.00-6.90 (m, 4H), 4.98 (s, 2H), 3.62 (t, J = 7.7 Hz, IH), 2.70-2.55 (m, 4H), 2.25 (s, 
5 3H), 2.10 (m, IH), 1.74 (m, IH), 1J4 (m, IH), 0.95 (d, J = 6.6 Hz, 3H), 0.93 (d, J = 
6.6 Hz, 3H)o 

Hffll^U 8 (12 2) 

3- (2- ( (4-^5^;i/-2- (3, 5-i?>«5^;i/7 3:— ;v) ^V^S^y-f 
10 ;v) T^y) -4-73iydpj/^5^;i/7air:;i/) rD^l>^ 

^COOH 



T L C : R f 0.30 {^^■^> : @?^ai^;i/= 1:2) ; 
NMR (300MHz,DMSO-d4) :6 12.09 (s, IH), 9.51 (s, IH), 730-7.15 (m, 5H), 
6.99-6.84 (m, 6H), 5.00 (s, 2H), 3.79-3.74 (m, IH), 2.70 (t, J = 7.5 Hz, 2H), 2.32 (t, J 
15 = 7.5 Hz, 2H), 2.24 (s, 6H), 2.02-1.94 (m, IH), 1.54-1.39 (m, 2H), 0.93 (d, J = 6.0 
Hz, 3H), 0.89 (d, J = 6.0 Hz, 3H)o 
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^^J8 (12 3) 

3- (2- ( (4-pi5^;i/-2- h^rS^- 1, 3 >'Sr 

5 y^un^M 



T L C ; R f 0.50 ; 

NMR (300 MHz, CDQa) : 6 8.29 (s, IH), 7.82 (s, IH), 7.30-7.12 (m, 4H), 
10 6.97-6.93 (m. 3H), 6.61 (d, J = 6.0 Hz, 2H), 5.93 (s, 2H), 4.99 (s, 2H), 3.89 (s, 3H), 
3.58 (t, J = 7.5 Hz, IH), 2.70-2.64 (m, 4H), 2.12-2.02 (m, IH), 1.79-1.69 (m, IH), 
1.61-1.52 (m, IH), 0.96-0.93 (m, 6H)o 

TLC : Rf 035 iTi-^^^> : @^®Ji^;i/= 1 : 2) o 

15 

mmm s ( 1 2 4 ) 

2- (2- ( (2- (:^7^57l/>- l--r;V) rn-^iy-i';!/) T'^y) -4 
- (2-^^;i/7jcy^5/'^5^;i/) ^>i?;i/) ^mSM 




COOH 
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cc 




TLC : Rf 0.26 i^^1^> : i^^3i5^;U= 2 : 1. 0.5%mm) ; 
N M R (300 MHz, DMSO-d«) : 6 12.94 (bs, IH), 9.62 (bs, IH), 8.21 (m, IH), 7.92 
(m, IH), 7.83-7.77 (m, 2H), 7.57-7.25 (m. 7H), 7.17-7.07 (m, 3H), 7.00-6.79 (m, 4H), 
5 5.03 (s, 2H), 4.64 (q, J = 6.9 Hz, IH), 4.28 (d, J = 16.5 Hz, IH), 4.23 (d, J = 16.5 Hz, 
IH), 2.15 (s, 3H), 1.48 (d, J = 6.9 Hz, 3H)o 

^^J8 (12 5) 

2- (2- ( (2- I-'T;!/) rn/'?./' -1';!/) T^y) -4 

10 - (2-t^nD-5-p?g^;i/7 3iydrS^^5^;i/) ^>$^;i/) ^^S^ 



TLC : Rf 0.23 i^^V-> :BfM3^^;V=2 : Ix 0.5%@^^) ; 
N MR (300 MHz, DMSO-dJ : 6 12.94 (bs, IH), 9.64 (bs, IH), 8.22 (m, IH), 7.92 
(m, IH), 7.83-7.77 (m, 2H), 7.58-7.25 (m, 8H), 7.15 (dd, J = 8.1, 1.5 Hz, IH), 7.06 
15 (d, J = 1.5 Hz, IH), 6.97-6.88 (m, 2H), 6.76 (dd, J = 8.1. 1.5 Hz, IH), 5.09 (s, 2H), 
4.65 (q, J = 7.5 Hz, IH), 4.29 (d, J = 16.5 Hz, IH), 4.23 (d, J = 16.5 Hz, IH), 2.26 (s, 
3H), 1.48 (d, J = 7.5 Hz, 3H)o 
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^^J8 (12 6) 

2- (2- ( (2- l-^jv) rn/iyw';!/) T^>^) -4 




TLC : Rf 0.17 : B^^3i5^;i/= 2 : 1, 03%S^^) ; 

NMR (300MHz,DMSO-d,) :6 12.95 (s, IH), 9.63 (s, IH), 8.20 (m, IH), 7.91 
(m, IH), 7.83-7.76 (m, 2H), 7.57-7.25 (m, IIH), 7.14 (dd, J = 8.1, 1.5 Hz, IH), 6.96- 
6.87 (m, 2H), 5.09 (s, 2H), 4.64 (q, J = 6.9 Hz, IH), 4.29 (d, J = 16.5 Hz. IH^ 4.22 
(d, J = 16.5 Hz, IH), 1.47 (d, J = 6.9 Hz, 3H)o 

mmma (127) 

2- (2- ( (2- (:^7^5'^>- i->r;W rD/iy^;v) :p^y) -4 




T L C : R f 0.44 (mm^^JK 0.5%®^^) ; 
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NMR (300 MHz, DMSO-d.) : 6 12.95 (bs, IH), 9.75 (bs, IH), 8.31 (bs, IH), 
8.23-8.12 (m, 2H), 7.91 (m, IH), 7.82-7.75 (m, 2H), 7.57 (bs, IH), 7.54-7.24 (m, 8H), 
7.14 (m, IH), 6.96-6.88 (m, 2H), 5.09 (s, 2H), 4.66 (q, J = 6.9 Hz, IH), 4.29 (d, J = 
16.5 Hz, IH), 4.22 (d, J = 16.5 Hz, IH), 1.47 (d, J = 6.9 Hz, 3H)o 



^^^J8 (12 8) 

4- (2- (:^7i5'l/>-l — ()]/) i3JV^=.)]/T^y-4-iyT^y3L- 

;i/) 



10 T L C : R f 0.30 imM^^Jl^) ; 

NMR (300 MHz, DMSO-d«) : 6 12.10 (s, IH), 10.30 (s, IH), 8.29-8.26 (m, IH), 
8.10-8.00 (m, 3H), 7.83 (dd, J = 7.2, 0.9 Hz, IH), 7.70 (dd, J = 7.8, 1.8 Hz, IH), 
7.65-7.58 (m, 3H), 7.52 (d, J = 8.1 Hz, IH), 2.78 (t, J = 7.8 Hz, 2H), 2.26 (t, J = 7.5 
Hz, 2H), 1.88-1.78 (m, 2H)o 



^^J8 (12 9) 

7- ( (2- (r^7^u>- 1— r;^) T-fe5^;i/) - 



5 




15 
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TLC : Rf 0.43 (^DD5jx;i/A : ^ — : 0^= 9 0 : 1 0 : 1) ; 
NMR (300 MHz, DMSO-dj) : S 10.56 (s, IH), 8.18 (d, J = 8.1 Hz, IH), 7.97-7.81 
(m, 3H), 7.70 (d, J = 0.6 Hz, IH), 7.62-7.43 (m, 5H), 7.26 (t, J = 7.8 Hz, IH), 4.31 (s, 
5 2H)o 

llflS^JS (13 0) 

7- ( (2- (:^7 3'i/>- 1— f;i/) :7*Dyiy-r;i/) -2-^> 



10 




TLC : Rf 0.46 (^J7^D7^^;l/A : ^^^y— ;V : B^^= 9 0:10:1) ; 
NMR (300 MHz, DMSO-d^) : 6 10.4 (s, IH), 8.32 (d, J = 8.4 Hz, IH), 7.94 (d, J 
= 8.4 Hz, IH), 7.86-7.78 (m, 2H), 7.69-7.45 (m, 6H), 7.27 (m, IH), 4.91 (q, J = 6.9 
Hz, IH), 1.58 (d, J = 6.9 Hz, 3H)o 

mmms (i 3 i) 
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- 2 -^>\;7^>:3b;i/sJ?>^ 




COOH 



TLC : Rf 0.48 {d7UU:^;VA : p< ^ ^ — ;i/ : ®^^= 9 0 : 1 0 : 1) ; 
N M R (300 MHz, DMSO-d^) : S 10.5 (s, IH), 8.42 (d, J = 8.4 Hz, IH), 7.94 (d, J 
5 = 8.1 Hz, IH), 7.86 (d, J = 7.8 Hz, IH), 7.82 (d, J = 7.8 Hz, IH), 7.74-7.60 (m, 3H), 
7.58-7.44 (m, 3H), 7.27 (m, IH), 4.93 (m, IH), 2.12 (m. IH), 1.76-1.53 (m, 2H), 1.07 
(d, J = 63 Hz, 3H), 0.93 (d, J = 6.3 Hz, 3H)o 

HM^J 8 (13 2) 

10 2- (1- (2- i±:7^U>-l — r;i/) rntr;^r:;i/) -r>f«-;i/-3 

—y;!/) mm 



TLC : Rf 0.29 (^DD7}^;i/A : pitJ^^'— ;i/= 1 9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 8.62 (d, J = 8.4 Hz, IH), 8.18 (d, J = 8.4 Hz, IH), 
15 7.90 (d, J = 8.4 Hz, IH), 7.75 (d, J = 8.4 Hz, IH). 7.63 (m, IH). 733 (dd, J = 7.8, 7.8 
Hz, IH), 7.46-7.25 (m, 5H), 7.15 (s. IH), 5.18 (q, J = 6.9 Hz, IH), 3.54 (d, J = 17.1 
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Hz, IH) 3.46 (d, J = 17.1 Hz, IH), 1.73 (d, J = 6.9 Hz, 3H)o 

mmma (133) 

2- (2-^^)V-l - (2- (i-y^uy-l—ij],) rDlf:^-^;i/) ^ 

5 >h'-;i/-3 — r;i/) M 



TLC : Rf 033 (^OD3}x;PA : ^tJ'y— ;i/= 1 9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 8.00 (d, J = 8.4 Hz, IH), 7.89 (d, J = 8.4 Hz, IH). 
7.79 (d, J = 7.8 Hz, IH), 7.75 (d. J = 8.1 Hz, IH), 7.60-7.35 (m, 5H), 7.18 (dd, J = 
10 7.5, 7.5 Hz, IH). 7.08 (dd, J = 7.8, 7.8 Hz, IH), 5.37 (q. J = 6.6 Hz, IH), 3.63 (s. 2H), 
2.48 (s, 3H), 1.78 (d, J = 6.6 Hz, 3H)o 

mmms (i 3 4) 

3- (1- (2- yu\f:t-Ji) -f>K-;v-3 

15 — f;i/) ro/i^^ 




COOH 




TLC : Rf 0.22 (tj7DD7^;i/A : ^tJ^y— ;i/= 1 9 : 1) ; 
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NMR (300MHz,CDa3) :6 8.60 (d, J = 7.8 Hz, IH), 8.20 (d, J = 8.1 Hz, IH), 
7.92 (d, J = 7.8 Hz, IH), 7.76 (dd, J = 7.5, 2.1 Hz, IH), 7.67 (m, IH), 7.57 (dd, J = 
7.5, 7.5 Hz, IH), 7.46-7.24 (m, 5H), 6.95 (s, IH), 5.14 (q, J = 6.9 Hz, IH), 2.88-2.73 
(m, 2H), 2.45 (t, J = 7.5 Hz, 2H), 1.74 (d, J = 6.9 Hz, 3H)o 



mmm8 (135) 

3- {2-^9-}\^-l- (2- ii-7^uy-l-^J\^) yu\^:t=-j]y) >r 

>l<-;i/-3--f;W yn/^>m. 

COOH 



10 TLC : Rf 0.46 (^'on7^;i'A : ;i/= 1 9 : 1) ; 

NMR (300 MHz, CDCI3) : d 8.00 (d, J = 8.1 Hz, IH), 7.89 (d, J = 8.1 Hz, IH), 
7.84 (d, J = 8.1 Hz, IH), 7.75 (d, J = 8.1 Hz. IH), 7.60-7.34 (m, 5H), 7.18 (dd, J = 
7.5, 7.5 Hz, IH), 7.09 (dd, J = 7.5, 7.5 Hz; IH), 538 (q, J = 6.6 Hz, IH), 2.94 (t, J = 
7.5 Hz, 2H), 2.57 (t, J = 7.5 Hz, 2H), 2.46 (s, 3H), 1.78 (d, J = 6.6 Hz, 3H)o 

15 

mmms (i 3 6) 

3_ (2- ii-y-$^U>-l—())^) T-Dlfrt-;)^) -< 

>l«-;i/-3 — r;v) rn/i>m 
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COOH 



NC 




TLC:Rf 0.44 (n-^^V->:mm:c.^J\^:mm= 1.0 0 : 1 00 : 1) ; 
NMR (300 MHz, DMSO-d^) : 6 8.72 (s, IH), 8.30 (d, J = 8.7 Hz, IH), 7.98 (d, J 
= 8.1 Hz, IH), 7.85 (d, J = 7.5 Hz, IH), 7.81-7.77 (m, 2H), 7.69-7.55 (m, 3H), 7.47- 
739 (m, 2H), 5.59 (q, J = 6.9 Hz, IHX 2.86-2.67 (m, 2H), 2.53-2.35 (m, 2H), 1.64 (d, 
J=:6.9Hz,3H)o 



NMR (300MHz, CDQa) : d 8,02-8.01 (m, IH), 7.81 (d, J = 8.1 Hz, IH), 7.41- 
7.37 (m, IH), 4.71 (s, 2H), 3.93 (s, 3H)o 

#^^J1 7 
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2_3-H_4-7:„y:^2/^ 5=-;!/ 




##^J1 STSBgbfe'fb-^ (3.66 g) CDmp<5^V> (2 0ml) 
T;bzf>#HMT. 0°C-^^i/;i/^5^D^-f K (1.07ml) , hUa^5^;VT^> 

5 (1.92m 1 ) ^m^. 1 0 ^mmw bi^o sii&?S'^t:7jc^iiD^s 

7j<^'fb:M- Ue^A (5 2 5mg, 63.1%) ©N, N-i^p« K 
(5ml) ^^^Klci^iy— ;u (1.30 g) ^B^^^^ST? 1 ^TO*^ 

10 Ufco m^i^O'CH^ ±IB^S^;v#:®N, N-S^^^;i/5}^;i/A7^ K (1 

0ml) mi^mx. mmr^ i o^^if ufco Rmrn^i^ i Ni^n^in 
^^^-fmisu \>xr(Dsmm.^mir^mm^-mi (4.44g) ^^^iifeo 

15 N M R (300MHz, CDOs) : d 8.08 (s, IH), 7.82 (d, J = 8.1 Hz, IH), 7.48-7.45 (m, 
IH), 7.33-7.28 (m, 2H), 7.02-6.94 (m, 3H), 5.05 (s, 2H), 3.93 (s, 3H) o 

2- (:^7^i/>-2— r;i/p<5=-;i/) -4-7i>':^s/p«f=-;v^>s^;vT;i/ 
20 ;v 
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T;V3f>#H^T> ffi^ (7 1 Omg) §7^h^t l*n7^> (2ml) 
5 ^ v> (i.20g) 07^h^b h*D:7^> (3ml) ^<^?iSTU iS-^SM 

> (2ml) ^tc. ^mil-vw^hit^h-^ (l.00g) ©T^h^t 

10 (3ml) mm^m:^it^. ±m'^mmLitm^mm^impLfto ^m. 

2- (2-:^:7^;b;<5^;i/) -4-7ai^^ri^;>«^;i'^mS^;»«^;i/5fe#feo 
15 y^Vdt^Mm^T. 0'C'T^7Km<tiV^^AT?]y^-^A (2 0 6mg) O 

(2ml) mmW-i^^ ±mvmmvrc2- (2-±:79-JV 
p«5^;i/) -4-7 3iy^:^p<5^;P^m#^5=-;K05^ai5^;i/Ji— (3m 

1) -7^h^tKn77> i3mi) ^m^mTLtzo m-^^so^mm 

^ (9 7 4mg) *f#:fe:o 

NMR (300MHz, CDCI3) : 6 7.82-7.71 (m, 3H), 7.53-7.35 (m, 5H), 7.30-7.25 (m. 
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4H), 6.98-6.93 (m, 3H), 5.04 (s, 2H), 4.69 (d, J = 4.8 Hz, 2H), 4.26 (s, 2H), 1.46-1.44 
(m,lH)o 

##^J1 9 




8l!W^]^tc^h^ (9 7 4mg) ©f^^3i5^;i/ (Sml) 
7';i'rf>^HMTs 0'CT'^p«5=-;i/;^;i/3j^=^2^ H (lml)> hUa^^ 
10 (1.17ml) ^^xmm\^VS^> (6 7 Img) ^^JP;t^ m^^^ 

wmmmmm^ito ^mm^i^iTK^m^^ mm^^^jv-t^mmLfto mm 
mm^mT^^-ih-ma (s 7 img) ^#fco 

15 N M R (300MHz, CDQa) : 6 10.27 (s, IH), 7.90 (d, J = 7.5 Hz, IH), 7.80-7.70 (m, 
3H), 7.53-7.25 (m, 8H), 7.00-6.92 (m, 3H), 5.10 (s, 2H), 4.62 (s, 2H)o 

(2E) -3- (2- (:h7j$'V>-2 — - 4-y :3rt/y. 
20 -2-7'D'^>^ 
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COOH 



9-^m^Vtzi\j'^!^ (8 7 Img) <Z)lfUi?> (5ml) m&tz^ 
vn>^ (5 7 4mg) :^XXJ^\f^Vt» (0.16ml) ^iU^^ WL^^12 

■rs^SYb-^ (8 1 Omg) ^lifeo 
TLC : Rf 0.60 imk:^^)yy) l 

NMR (300MHz, CDa^); 8.17 (d, J = 15.6 Hz, IH), 7.80-7.65 (m, 4H), 7.52 (s, IH), 
10 7.44-737 (m, 3H), 731-7.25 (m, 4H), 6.99-6.93 (m, 3H), 6.35 (d, J = 15.6 Hz, IH), 
5.05 (s, 2H), 4.31 (s, 2H)o 

^^J9 (1) 

(2E) -3- (2- (:^>'^S'^>-2— r;i/p«5^;i/) -4- (br^y— ;i/ 
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T L C : R f 0.50 (W^3U^)V) » 

mmms (2) 

5 (2E) -3- (2-^>^;V-4 -2-y 




COOH 



TLC : Rf 0.24 (^^DD3i^;i/A : pt^y— ;i/=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 8.10 (d, J = 15.9 Hz, IH), 7.64 (d, J = 8.1 Hz, IH), 
10 7.40-7.10 (m, 9H), 7.00-6.93 (m, 3H), 634 (d, J = 15.9 Hz, IH), 5.06 (s, 2H), 4.15 (s, 
2H)o 

^^J9 (3) 

3- (2- ii-'7^U>-2—^JV?i^)]/) -4-7iy'^S^^g^;V7 3i— 

15 yuj^>m. 
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T L C : R f 0.65 ; 

N M R (300 MHz, DMSO-dj) : 6 12.10 (s, IH), 7.87-7.75 (m, 3H), 7.58 (s, IH), 
7.49-7.41 (m, 2H), 731-7.22 (m, 6H), 6.97-6.89 (m, 3H), 5.02 (s, 2H), 4.18 (s, 2H), 
5 2.84(t,J = 8.1Hz,2H),2.39(t, J = 8.1H^2H)o 

jfefis^ja (4) 

3- (2- (:^7^i/>-2->f;i'p«5=-;w) -4- 1 -'f ;i/ 



10 




TLC : Rf 0.45 (f^^a:^;!/) ; 

NM R (300 MHz, DMSO-d,) : 6 12.08 (s, IH), 7.87-7.76 (m, 4H), 7.56 (s, IH), 
7.48-7.41 (m, 3H), 7.27 (dd, J = 8.1, 1.5 Hz, IH), 7.17 (d, J = 8.1 Hz, IH), 7.08 (s, 
IH), 6.99 (dd, J = 8.1, 1.5 Hz, IH), 6.22 (t, J = 2.1 Hz, IHX 5.25 (s, 2H), 4.14 (s, 2H), 
15 2.80(t,J = 7.8Hz,2H),2.36(t,J = 7.8Hz,2H)o 
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mtm9 (5) 

(2E) -3- (2- (3-7x-;i/7'Dtf;i/) -4- (if^^J—)]/- 1 - 




5 TLC : Rf 0.35 (^^^t^V : TO:n5=-;i/= 1:1. 0.5%@^^) ; 

NMR (300 MHz, CDCI3) : 6 8.01 (d, J = 15.9 Hz, IH), 7.59-7.53 (m, 2H), 7.40 
(d, J = 2.1 Hz, IH). 7.32-7.25 (m, 2H), 7.22-7.14 (m, 3H), 7.08-7.02 (m, 2H), 6.35 (d, 
J = 15.9 Hz, IH), 6.30 (t, J = 2.1 Hz, IH), 5.32 (s, 2H), 2.75 (t, J = 73 Hz, 2H), 2.66 
(t, J = 7.5 Hz, 2H), 1.89 (m, 2H)o 

10 

2- (2- (3- (:^7^5^^>'-2-'f;l/) rDif;i/) -4- (i^^y-;!/ 
-1 — r;v^5^;i/) 7a^y^rS/) l^^ 




15 TLC : Rf 0.20 {^uun^JVA : ;V= 10: 1) » 

(2E) -N-7 3iri;vx;V;J^— ;V-3- (2- (:^7ii7V>-2 — f;i/p« 
5=-;!/) -4-7 3iy:3j^S/^5=-;i/7 3^— ;V) -2-rD'^>T^ K 
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mMSMQ-^m^l.ft^'^ (2 0 0mg) CDN, N-i;^5^;i/7}x;i/AT^ 
F (1ml) mm^i^ ^>-{i>XJV7t^>T^}f (12 0ing) ^ l-a^5=-;i/ 
-3- [3- (t^ji^JVT^yf) 7-Dtf;i/] *;i/7i?$;^^ K - mmm. (14 
6mg) *jJ:Vi^p?"9=-;i/:p^y i^us^> (I9mg) ^ia^^ U-^^mm. 

^#-rs^MYb-&<g3 ( 1 5 Img) Sltfeo 

TLC : Rf 0.55 (n-^^i)-> : @^^^5^;i/= 1 : 1) ; 

NMR (300MHz; DMSO-d,) :S 12.27 (s, IH), 7.94-7.22 (m, 18H), 6.97-6.89 (m, 

3H), 6.46 (d, J = 15.6 Hz, IH), 5.10 (s, 2HX 4.26 (s, 2H)o 

^g>jio (1) -^mmmio (225) 

N-;<iy)]/-3- (2- (2- (±Z7 ^ i^iy- 2 -4- 
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T L C : R f 0.39 ('N^iJ-^ : B^®3i^;v= 1:1); 
NMR (300 MHz, CDCI3) : 6 7.89-7.78 (m, 3H), 7.70 (s, IH), 7.55-7.35 (m, 5H), 
7.04 (d, J = 7.8 Hz, IH), 6.72 (m, 2H), 6.28 (t, J = 1.5 Hz, IH), 5.26 (s, 2H), 4.29 (t, J 
5 = 6.3 Hz, 2H), 3.26 (t, J = 63 Hz, 2H), 3.04 (s, 3H), 2.78 (t, J = 7.2 Hz, 2H), 2.10 (t, 
J = 7.2 Hz, 2H)o 

mmmio (2) 

N-7ai-;vx;i/7^-;v-3- (2- (2- (:^7^i/>-2 oih 
10 ^iy) -4- (i^^^;^-;p-l— f;!/^^^;^) ^n^i^T^b* 




T L C : R f 0.44 : fm^^J^= 1:1); 

NMR (300 MHz, CDCI3) : 6 7.95-7.75 (m, 5H), 7.68 (s, IH), 7.64-7.35 (m, 8H), 
6.90 (d, J = 7.5 Hz, IH), 6.67 (s, IH), 6.62 (d, J = 7.5 Hz, IH), 6.28 (t, J = 2.1 Hz, 
15 IH), 5.24 (s, 2H), 4.25 (t, J = 63 Hz, 2H), 3.23 (t, J = 6.3 Hz, 2H), 2.69 (t, J = 7.5 Hz, 
2H), 2.05 (t, J = 7.5 Hz, 2H)o 
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mmm i o ( 3 ) 




5 TLC : Rf 0.37 (^^D-> : B^^ai5^;i/= 1 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.94-7.88 (m, 2H), 7.56 (m, IH), 7.48-7.40 (m, 3H), 
7.38-7.28 (m, 3H), 7.16 (d, J = 7.2 Hz, IH), 7.04-6.95 (m, 3H), 6.03 (m, IH), 5.03 (s, 
2H), 3.56-3.46 (m, 2HX 2.97 (t, J = 7.6 Hz, 2H), 2.66 (t. J = 7.6 Hz, 2H), 1.70 (m, 
IH), 1.58-1.49 (m, 2H), 0.98 (d, J = 6.6 Hz, 6H)o 

10 

mmm i o ( 4 ) 

N-7az-;i/:;^;b7}x-;i/-3- (2- ( (3-^^;v-l- (4-7;V3|-d 



15 




T L C : R f 0.40 (^dp•t^> : B^^a:5^;i/= 1:1); 
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NMR (300 MHz, CDCI3) : 6 10.15 (s, IH), 7.91-7.88 (m, 2H), 7.59-7.53 (m, IH), 
7.47-7.30 (m, 8H), 7.15-6.95 (m, 6H), 6.27 (d, J = 8.1 Hz, IH), 5.25 (q, J = 8.1 Hz, 
IH), 5.02 (s, 2H), 2.95-2.78 (m, 2H), 2.57-2.51 (m, 2H), 1.86-1.52 (m, 3H), 1.02- 
0.99 (m, 6H)o 



N-?^^jv-3- (2- ( (3-pt5^;i/- 1- (4-:7;V'?rn7 3r-;i/) 



10 TLC : Rf 0.52 (^'PDJ}^;VA : ;i/= 1 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.45-7.22 (m, 7H), 7.09-6.93 (m, 6H), 5.86 (m, IH), 
5.19 (m, IH), 5.02 (s, 2H), 3.05-2.85 (m, 2H), 2.68 (d, J = 4.5 Hz, 3H), 2.52 (t, J = 
7.5 Hz, 2H), 1.81 (m, IH), 1.73-1.53 (m, 2H), 0.98 (t, J = 6.6 Hz, 6H) » 

15 ^^JIO (6) 

N- {\^Vi^>~2—()V) -3- (2- ( (3-p?^;i/-l- (4-7;V 

:^D73ir: ;v) :r5^;i/) 3b;w^^-f;i/) -4-7iy:?F-i/>{^;i/7x— ;i/) 
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TLC : Rf 0.40 ('v^l^-V : fi^^Ji^;i/= 1:1) ; 
NMR (300 MHz, CDCI3) : S 8.28-8.25 (m, IH), 8.16-8.10 (m, 2H), 7.71-7.64 (m, 
IH), 7.45-7.27 (m, 7H), 7.04-6.94 (m, 6H), 6.87 (d, J = 8.1 Hz, IH), 5.24 (q, J = 8.1 
5 Hz, IH), 5.02 (s, 2H), 3.15-2.98 (m, 2H), 2.75 (t, J = 7.5 Hz, 2H), 1.88-1.78 (m, IH), 
1.74-1.57 (m, 2H), 1.00-0.97 (m, 6H)o 

llfite^JlO (7) 

N- (4- h U7;i/:rDp?5=^;v:7 3in;i/:;^;i/7jx-;i/) -3- (2- ( (3- 
10 ;>«^;i/-l- (4-7;i/:tn:7zii^;i/) ::/'^;i/) :!ij;wt^^;i/) -4-731 




TLC : Rf 0.60 (^7DD5^;Vi^ : .ji^y— ;v= 1 0 : 1) » 
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^^JIQ (8) 

N- i/>-2--f;i/x;v!i^-;i/) -3- (2- ( (3 l 



5 




TLC : Rf 0.62 (^npj^;i/A : ^^y~;i/= 1 0 : 1) o 

mmm i o ( 9 ) 

N- (3-i7DD-4-^^;i/:73:^;i/;^;i/:^^r^;v) - 3- (2- ( (3- 
10 (4-7;v:tD7 3i-;i/) *;w^^>f;p) -4-7ji 

CI 




T L C : R f 0.62 P D3jx;i/A : p« ^ ^— ;V= 10: 1 ) o 
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mmm i o (i o ) 

N- (4-3i5^;i/7 3i-;i/:;^;V7j^-;i/) -3- (2- ( (3-^5^;i/-l- 
5 ITD/I^T'^ K 



TLC : Rf 0.64 (^DD7}>;i/A : pC^S'y— ;i/= 1 0 : 1) „ 
10 N-t KD^^S^'-a- (2- ( (3-p?5^;ix- 1- (4 -:7;P::^-D7airi;i/) 

o 





T L C : R f 0.60 o 



15 ilifii^J 10 (12^ 
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N — f vrDi^;v;^;v;f:-;i/-3- (2- ( (3 1 - (4-7;i/ 




5 TLC : Rf 0.80 (:J7Dn7}^;VA : 1 0 : 1) o 

^^JIO (13) 

N- (4-y-->^Vy =j^—)\^:7.Jl':^~)V) -3- (2- ( {3-;^^)V- 1- 
10 7 31— ;v) T'p/i^T'^ y« 

o 




TLC : Rf 0.61 {^uui!r^)Vh, : ;V= 1 0 : 1) o 

^^JIO (14) 
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N- ( (1, l'-lf:7i-;i/-4— I";!/) xjv-^-jv) -3- (2- ( (3 

(4-7;i/:^P7 3:— y^f-jv) *;w^•^-^;^) -4-7 




5 TLC : Rf 0.80 i^tnun^JVA : ^tJ^y— ;i/= 1 0 : 1) o 
^^JIO (15) 

N- ( (1, i'-tr7ai-;i/-2— - 3- (2- ( (3 

10 zi^y^ix^5=-;i/7 3i::i;i/) zruj^>T^ K 




TLC : Rf 0.57 (^^7 n D7j>;i/A : ^^J^y^— ;v= 10: Do 
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mmmio (is) 

N- (3, 4-i^7;i/:rD7 3c^;i/X;i/7}^-;i/) - 3- (2- ( (3-^^ 
J]/-! - (4 -7;u;2|-D7ai-;i/) :^)W^^-fjv) -A-y^^j^ 

F 




T L C : R f 0.57 D D;^^;l/A : ^^y^ — ;i/= 1 0 : 1 ) o 
10 N- (2, 6 -e^7;i/:^D7air:;v:^;i/7i^-;i/) - 3- (2- ( (3-;><5=- 
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TLC : Rf 0.55 (^DD>^;i/A : ^^S^y— ;V= 1 0 : 1) o 

mmmio (is) 

N- (2, 5 -i^-7Muy rc^—^l/XJV:^—)]/) -3- (2- ( (3-^5=- 




TLC : Rf 0.59 (^^D7i^;^A : pi^J^y— ;i/= 1 0 : 1) o 

10 gljfe^J 10 (19) 

N- (2, - 3- (2- ( (3-^5=- 
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TLC : Rf 0.52 (i^DD>i%;i/A : pt^y'— ;i/= 1 0 : 1) o 

mmmio (20) 

N- ( (E) -2 -7 31— -3 - (2- ( (3-p« 




TLC : Rf 0.78 (tJ^P D7r>;i/A : ^^^—)]/= 1 0 : 1) o 

10 mmmio (2 n 

N- (7^>-2 — f;vx;i/3^-;i/) -3- (2- ( (3-;>t^;i/- 1- (4 
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TLC : Rf 0,61 (^?D07i^;^A : ^^5'^— ;!/= 1 0 : 1) o 
^^JIO (22) 

N- (5^:^-7 x>- 2— -3- (2- ( (3-;><^;i/-l 




TLC : Rf 0.62 i^7UU^)]/A : ^^y— ;i/= 1 0 : 1) » 

10 10 (23) 

N- (7-i7DD^>^/7^if>-4->r;i/X;i/>h— - 3- (2 - ( (3 
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TLC : Rf 0.56 (^57DD3}n;1/A : ^^y— ;i/= 1 0 : 1) o 

mmmi o (2 4) 

N- (3, 4 -i^tJ7DD7ji— ;v) -3- (2- ( (3-^5^;i/ 




TLC : Rf 0.70 (^'DDs^;i/iA : ^3^^— ;i/= 1 0 : 1) o 

10 mmm i o (25) 

N- (4-p< h^s/7a^^;i':^;v3^— ;b) -3- (2- ( (3-^5=-;i/-i 
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TLC : Rf 0.61 (^^DDJt!;i/A : ^^y— ;)/= 1 0 : 1) o 
mm 10 (26) 

N- (3-^^j]/y3i—jv:^)\y:^,-jv) -3- (2- ( (3-^g^;i/-i- 




TLC : Rf 0.65 (^DDJi^;i/A ; ^iJ'y— ;i/= 1 0 : 1) o 

10 mmmio (27) 

N- {2-y)i'7^ny 3u=.)\/^)\,ii^-)\,) -3- (2- ( (s-^f^;^-! 
- (4 -17 ;i';rD :=.;!/) :«7;i/^N*^>f -4 -^Ji^^^p^^j^^^^- 
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TLC : Rf 0.62 (^Pn7^;i/A : pit^y'— ;i/= 10: 1) o 

mmmio (2 8) 

N- (4-5^7^^ 7 -3- (2- ( (3-p<5^;i/- 1 - 

7 ro/^vr^ 1« 




TLC : Rf 0.59 (^nnj^^VA : ;i/= 1 0 : 1) o 

10 ^jfe^J 10 (29) 

N- (3-$^7y 7a;— ^i') -3- (2- ( (3 1 - 
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TLC : Rf 0.59 (^UU^JVA : :^^^—;]/= 10: 1) o 

mmmio oo) 

N- (2-e7nn-4-i^Ty :7 3^-;i/x;i/^^;i/) -3- (2- ( (3- 
5 (4 -7;i/;rD7 y^j]/) :^jw'i^^ji/) -4-731 




TLC : Rf 0.61 (t^DDJf:;i/A : ;»< 3^ — ;i/= 1 0 : 1) o 

10 mmm i o ( 3 i ) 

N- (3-;^ h^^':7^-;i/;^;i/5^-;i/) -3- (2- ( (3-^5^;i/-l 
- (4-7;i/3|-D7Jt^;i/) -4 -7 
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TLC : Rf 0.58 (^DD/f:;i/A : ^^y'~;i/= 1 0 : 1) o 
^^JIO (3 2) 

N- (4->^^=3pS^7 3l-;l/:;;;^7}^-;l/) - 3- (2- ( (3-^5^;i/-l 




TLC : Rf 0.65 (^pp;i>;i/A : 1 0 : 1) o 

10 mmmio (33) 

N- {^-y 3u-)]/:^)]/i!r--)]/) -3- (2- ( (3-^5^;i/-l 
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T L C : R f 0.68 (^^ aun^;]/A i^^y^ — ;i/= 1 0 : 1 ) o 

mmmio (3 4) 

N- (2-^DD-6-^^;i/7 3i-;i/:;^;i/3j^-;i/) -3- (2- ( (3- 




TLC : Rf 0.67 (^'nDJj>;VA : p^^^'y— ;i/= 1 0 : 1) o 

10 fiaiS^l 0 (3 5) 

N- i2-h^Jy)V:i•u^^Jvy3^—?v:z;v^^—;]y) -3- (2- ( (3- 
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TLC : Rf 0.62 (^DD2h;i/A : ^9 J—y\/= 1 0 : 1) o 

^m\Q (3 6) 

N- (3 - h y 7;i/:tDj>«^;i/7 3t:z;v;:^;V/f;-;i/) -3- (2- ( (3- 



TLC : Rf 0.67 (^'PD7jx;i/A : ^9 ^—)\/= 1 0 : 1) o 

10 H^giJ 10 (37) 

N- (4-7'Dl^;i'7 3ir: ;i/:;^;i/7ix-;i/) -3- (2- ( ( 3 -p^^^-;^- 1 





0° 
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TLC : Rf 0.71 (^DD;t:;i/A : pt^^-;i/= 1 0 : 1) o 

mmm i o ( 3 8 ) 

N- (4-'r V7'Db:;V7i— -3- (2- ( (3-p<5^;i/ 



TLC : R f 0.69 D P^;i/A : p< iJ' y — ;i/= 10: 1 ) » 

10 lyfe^J 10 (39) 

N- W-l->f;i/;;^;i/;^-;v) -3- (2- ( (3-^5^;i/-l 
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TLC : Rf 0.76 (^DD7^;i/A : 1 0 : 1) » 

^^JIO (4 0) 

N- (4->^5=-;b7x.-;i/:;^;i/;}x-;i/) -3- (2- ( (3-^^;b-l- 




TLC : Rf 0.71 (^uun^jVA : pl,^^— ;i/= 1 0 : 1) o 
10 10 (41) 

- (2- ( (3-^^)V-l- (4-7;i/:?|-n73iri;i/) :i!7;V7^^ 
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.K> 




TLC : Rf 0.58 (tJ^ D D5f:;i/A : ^^S^y'— ;i/= 1 0 : 1) o 

mmmi o (4 2) 

5 N-7a^ri;i/x;i/:^^;i/-2- (2- ( ( 3 1 -7 



TLC : Rf 0.65 (S^^au5=-;i/ : ^;$'>'~;i/=5 : 1) o 

10 m&mi 0 (4 3) 

N-:7i^;i/;^;i/7}^-;i/-2- (2 - ( ( 3 1 

*;w^^-f;i/) -4- (2-p«5=-;i/7 3i^^j/^5^;i/) ^^^y^i/) ^-fe h 

7^ K 




o 
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TLC : Rf 0.65 (S^^J^5=-;i/ : ;i/=5 : 1) o 

^^JIO (4 4) 

N-:7ai-;i/:^;i//jx^;i/-2- (2 - ( (3 1 

:«7;w^^>r;i/) -4- (2-^ h^i^z7 3i>^^iyy>^;v) y^^j^ty) thz 




TLC : Rf 0.60 (B^^ai^;!/ : ;^^J^>'~;V=5 : 1) o 

N- (5-;>«5^;i/7^>-2— f;i/;:^;i/7^-;i/) -3- (2- ( (3-p?5^ 
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TLC : Rf 0.80 (^Dnjrc;i/A : ^^y— ;i/= 1 0 : 1) „ 

mmmio (4 6) 

5 N- (5^:^7 3i>-3->r;i/;^;i/3jv-;i/) -3- (2- ( i3->t^^?u-l 




TLC : Rf 0.80 (^□n7^;i'A : ^^y^— ;v= 1 0 : 1) » 

10 

^M^J 10 (47) 

N- (7^>-3— f - 3- (2- ( (3-;><5^;V- 1 - (4 
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mmmio (48) 
5 N- ( i-p{^;i/trD— ;v-2 — f;v:^;i/;jx— ;v) -3- (2 



TLC : Rf 0.60 (i57Dnj^;i/A : j^ttJ'y— ;i/= 10: Do 

10 

mmmio (4 9) 

N- (3, 5-S^j»t^;V-f V;r=3pif\/— ;V-4-W;vx;i/*tn;!/) -3 - (2 



- ( (3-^ 
-4-7aiy 
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TLC : Rf 0.80 (^UU^jVA : ^^y— ;i/= 10: 1) o 
^^Jl 0(5 0) 

5 N-^>s?)i^::^)V7is-;v- 3 - (2- ( (3-^^;i/-l- (4-y)V:tu 



T L C : R f 0.81 D Dii>;i/A : jf^^J — ;i/= 10: 1 ) o 

10 

10 (5 1) 
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TLC : Rf 0.66 i^UUn<)]/A : ;i/= 1 0 : 1) o 

^^JIO (5 2) 

5 N- (4-:F-fe5^;VT^y 7 31— -3- (2- ( (3-^5^ 




TLC : Rf 0.80 (^DD7js;i/A : ;i/= 1 0 : 1) o 

10 

^miO (53) 

N- ( 4-^5^0 0 71 -3- (2- ( (3-^5^;i/-l- 

7ai— yu/^>T^ K 
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TLC : Rf 0.80 (i/au:^)lA : pi^y— ;|/= 1 0 : 1) o 

N- h^Sy:^JV:!i^-;vy^-;vx)]/:^—jv) -3- (2- ( (3- 




TLC : Rf 0.79 (^^nDJi^;i/A : ^iJ^y— ;i/= 1 0 : 1) o 

N- (3- (3-^5^;i/-5-:rdrVtf^^/-;i/- :7 
7h-;i.) -3- (2- ( (3-^5^;i/-l- (4 -:7;i/:tD7 3i^;i/) 
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TLC : Rf 0.79 (^DD4t;i/A : pJ^y— ;v= 1 0 : 1) o 

mmi 10 (56) 

N- (T^h^N/— ;i,_5_^;i,) _3_ (2_ ( (3-^^;i/-l- (4- 

yjv:tu'7 3^—j],) y^)]/) - 4-7I>'=^$^^5=-;^7al- 




TLC : Rf 0.65 ;i/=3 : 1) o 

10 (57) 

(2E) -N-:7 3iri;i/;;^;i/;}x-;i,_3_ (2- ( (3 l -7 
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TLC : Rf 0^7 (^7UU^)\/A : ^^y'— ;i/= 1 0 : 1) „ 

m&m 10 (58) 

5 N- (l:f';$^>-2— -3- (2- (4 2 




TLC : Rf 0.35 :mai^;i/=3 : 1) , 

10 mmm i o (59) 

N- ;i/-5-^;V) -3- (2- (4-;>«^;i/-2-7air:;i/ 
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T L C : R f 0.25 {WfM^^^^) o 

mmmio (so) 

5 N-7 3i— ;i/;^;W3j>-;i/-3- (2- (2- (i-Z7^ly>-2-^ JV) 




T L C : R f 0.41 : W^3^^;i/= 2:1) ; 

NMR (300 MHz, CDCI3) : 6 7.95-7.77 (m, 5H), 7.70 (brs, IH), 7.63-7.40 (m, 7H), 
10 733-7.27 (m, 2H), 7.00-6.93 (m, 5H), 6.81 (m, IH), 4.99 (s, 2H), 4.34 (t, J = 6.3 Hz, 
2H), 3.27 (t, J = 6.3 Hz, 2H), 2.73 (m, 2H), 2.10 (m, 2H) o 

j^jfe^J 10 (6 1) 

(2E) -N- (5-:;^P^- 2 h^^'7 3ir:;vx;i/^-;i/) - 3- (2 

15 - (:^7tJ'U>-2 — r;M5=-;i/) -4-7*y^S/;><5^;V7 3i— -2 
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cr 




TLC : Rf 0.40 (^^V> :|f^ac5^;i/= 1 : 1) » 
^^JIQ (62) 

5 (2E) -N-:7am;i/;^;i/J^:z;i/-3 - (2- (i-y^iy>-2--(;]/^ 
-4- ( If ^ v^— 1— -2-7'd--?.>t 



TLC : Rf 0.75 (Bf^J^^;!/) o 

10 

^^JIQ (63) 
(2E) -N- (5-:/n^-2-^ h:^i/7ac:::i;i/>^;V3i^— - 3- (2 

- (!^7^J'W>-2 — f;i/^^;v) -4- (tr^y— — r;M5^;i/) 
-2-:rn^>7'5: K 
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T L C : R f 0.60 (Mim^^M o 

mmm 10 (6 4) 




TLC : Rf 0.57 i^7UU7iK)VA : ^f^J^^— ;V= 9 : 1) o 

10 

^^JIO C6 5) 

N- (7^b^vr-;v-5— -3- (2- (2- (:^7iS^l/>-2— r 
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TLC : Rf 0.55 (^DD3j^;i/A : ;>« ^ > — ;V : g^m= 9 0 : 1 0 : 1) ; 
N M R (300 MHz, DMSO-d«) : 6 7.86-7.74 (m, 6H), 7.52-7.33 (m, 4H), 7.06 (d, 
J = 7.4 Hz, IH), 6.87 (s, IH), 6.65 (d, J = 7.4 Hz, IH), 6.23 (t, J = 2.0 Hz, IH), 5.24 
5 (s, 2H), 4.19 (t, J = 6.2 Hz, 2H), 3.18 (t, J = 6.2 Hz, 2H), 2.84-2.73 (m, 2H), 2.61- 
2.52(ni,2H)o 

mmmio (6 6) 

N- i^h^'J—)V-5-^)V) -3- (2- (2- (:^:7^U>-2--r 



TLC : Rf 0.65 (^PP^;i/A : .?«^^—;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d«) : 6 7.84-7.68 (m, 4H), 7.51-7.20 (m, 5H), 7.13-6.87 
(m, 6H), 5.01 (s, 2H), 4.98 (m, IH), 4.27 (t, J = 6.3 Hz; 2H), 3.20 (t, J = 6.3 Hz, 2H), 
15 2.85-3.18 (m, 2H), 2.61-2.55 (m, 2H)o 

mmio (6 7) 
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n-7 3i-;i/:j^;i/5}^-;i/-3- (2- (2-7 3i^;i/3ihdpi/) -4- (t: 



TLC : Rf 0.61 (^D^5^^;l/A : ^tJ^^'— ;i/=9 : 1) ; 
5 N M R (300 MHz, CDCI3) : 6 7.98 (d, J = 7.5 Hz, 2H), 7.73 (s, IH), 7.66-7.48 (m, 
4H), 7.37 (d. J = 1.5 Hz, IH), 7.34-7.20 (m, 4H), 6.89 (d, J = 7.2 Hz, IH), 6.66 (s, 
IH), 6.62 (d. J = 7.5 Hz. IH), 6.29 (t, J = 1.5 Hz, IH), 5.24 (s, 2H), 4.17 (t, J = 63 
Hz, 2H), 3.07 (t, J = 6.3 Hz. 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.14 (t, J = 7.5 Hz, 2H)o 

10 10 (68) 

N- (5^h^^/-;i/-5-'r;i/) -3- (2- (2-7:ii-;i/j^h=^i^) - 
4- 1— f;i/^5^;i/) 71— ;v) ^ny-^^T^ K 



TLC : Rf 0.40 (^7on7}^;VA : ><^^—;V=4 : 1) ; 
15 NMR (300 MHz, DMSO-d«) :6 7.77 (d, J = 2.1 Hz. IH), 7.43 (d, J = 1.5 Hz, IH), 
7.34-7.23 (m, 5H), 7.18 (d, J = 6.3 Hz, IH), 7.07 (d, J = 7.8 Hz, IH), 6.85 (s, IH), 
6.65 (d, J = 7.8 Hzi IH), 6.23 (t, J = 1.8 Hz, IH), 5.24 (s, 2H), 4.09 (t, J = 6.3 Hz, 
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2H), 3.00 (t, J = 6.3 Hz, 2H), 2.75 (t, J = 7.5 Hz, 2H), 2.51 (t, J = 7.5 Hz, 2H)o 
iliBgUlO (6 9) 

N- (5-:7'D^-2-^ h:3p5^:7ai-;i/;;^;ix^f:-;i/) - 3- (2- (2- 



TLC : Rf 0.60 (^UUMA : pt^y— ;i/=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 8.13 (d, J = 2.7 Hz, IH), 7.97 (s, IH), 7.62 (dd, J = 
10 8.7, 2.4 Hz, IH), 7.56 (d, J = 1.8 Hz, IH), 7.40 (d, J = 1.8 Hz, IH), 7.39-7.25 (m, 5H), 
6.95 (d, J = 8.4 Hz, IH), 6.78 (d, J = 9.0 Hz, IH), 6.66-6.62 (m, 2H), 630 (t, J = 2.1 
Hz, IH), 5.24 (s, 2H), 4.17 (t, J = 6.3 Hz, 2H), 3.75 (s, 3H), 3.08 (t, J = 6.3 Hz, 2H), 
2.73 (t, J = 7.5 Hz, 2H), 2.29 (t, J = 7.5 Hz, 2H)o 

15 ^^110 (70) 

N- (3, 4-2^7;i/2}-D7 3i— ;i/>^;i/;r:-;i/) -3- (2- (2- (:^7 

^v>-2— f;v) -4- (tr^y— — r;v^5^;i/) y^. 
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TLC : Rf 0.80 i^UU^^JlA : ;V= 1 0 : 1) o 

mm.m i o ( 7 i ) 

N- (7-iJ7nn^>y7^if>-4--Y;i/:^;i'5^-;v) -3- (2- (2 
- (±-7^\y>-2-^)iy) oih^i/) -4- (t:^\/— — 




TLC : Rf 0.56 iPUU:^)VJ^ : pt^J^^— ;V= 1 0 : 1) o 
jjjfe^JlO (7 2) 

N- (3, 4-i^^j7DD7ai— -a- (2- (2- (t^^^j^ 
i^>-2 — ()]/) -4- (t;^\/— — f;^^^^;!/) 
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T L C : R f 0.63 {^f n D4^;i/A : J — ;i/= 10: 1 ) » 

mmmiQ (73) 

N- (3-S/'T>'7air:;i/X;i'^-;i/) -3- (2- (2- (:^7i5'l/>- 

2— oihdps/) -4- (i^^v^— 1 — f 7 




T L C : R f 0.55 D P*:;i'A : ^ ^ — ;V= 10: 1 ) o 

mmmiQ (74) 

N- (3 -^'DD-4-^^;i/7ai— - 3-(2-(2-(:^ 

7t5'i/>-2 — r;v)3ihdp$^) -4- (ti^v^— ;v- 1 — r;vp<5^;i/) ^ 
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TLC : Rf 0.59 (^DD;fj;i/A : ^iS^^^— ;i/= 1 0 ; 1) «, 
^^JIO (75) 

N- (3-^DD-4-7;i/:^D7x-;i/;^;i/7jx^;i/) -3- (2- (2- 

7 31— ;v) rD>''«>T^ K 




TLC : Rf 0.58 (t^DD7jc;i/A : pt^S^y— 1 0 : 1) o 
10 (76) 

N- (5-:rn^-2-p^ -3- (2- (2- 

(:^7iS'V>-2-'f;v) 3ih=3[^$^) -4 - (tr^y— 1— f;vpi5=-;p) 
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TLC : Rf 0.58 i^UUTisjVA : pt^J'^— ;i/= 1 0 ; 1) o 
^miO (77) 

5 N- (5-:rn^-2 h^^:7 3i-;i/;^;i/;}m;i/) -3- (2- ( (3 




TLC : Rf 0.61 (^7nn>J;;VA : ^^y— ;i/= 1 0 : 1) o 

10 

^^Jl 0 (7 8) 

N-:7al^;^;:^;l/7}^n;l/-3 - (2- i2-y :r.~)V:r.}^:^iy) -4-73: 
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Cr 



o 




X5 



TLC : Rf 0.43 : B^^ai^;v=2 : 1) ; 

NMR (300 MHz, CDClj) : d 8.00-7.92 (m, 2H), 7.73 (brs, IH), 7.62 (m, IH), 
7.56-7.48 (m, 2H), 7.35-7.24 (m. 7H), 7.00-6.90 (m. 5H), 6.82 (d, J = 7.2 Hz, IH), 
5 4.99 (s, 2H), 4.26 (t, J = 6.3 Hz, 2H), 3.11 (t, J = 6.3 Hz, 2H), 2.77-2.72 (m, 2H), 
2.21-2.16 (m, 2H)o 

§iMg>J10 (7 9) 

(2E) -N- (5-::^D^-2-p< h:^t/7ai^;i/:^;i/^-;v) - 3- (2 
10 -^>2^;i/-4- (b:^^/--;v-i — r;i/^5=-;W 7ai^;i/) -2-rD^ 



TLC : Rf 0.41 (e7Pn7}t;VA : pt^J?^— ;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : S 8.18 (d, J = 2.7 Hz, IH), 7.92 (d, J = 15.6 Hz, IH), 
15 7.65 (dd, J = 8.7, 2.7 Hz, IH), 7.55 (d, J = 1.2 Hz, IH), 7.45 (d, J = 8.7 Hz, IH), 7.40 
(d, J = 2.4 Hz, IH), 7.30-7.14 (m, 4H), 7.05-7.00 (m, 3H), 6.87 (d, J = 9.3 Hz, IH), 
6.39 (d, J = 15.6 Hz, IH), 6.29 (t, J = 2.4 Hz, IH), 5.30 (s, 2H), 4.02 (s, 2H), 3.86 (s. 
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3H)o 

mmmio (so) 

(2E) -N- (5-:7n^-2-pt h^i^y :y^=-)v:7.;]yvi^—jv) - 3- (2 
5 -^>s^)\/-4-yj:.>^^i^yi^JVy3i—;\^) -2-7D^>:r^h* 




TL C : Rf 0.43 (^^1)^> : g^^J:5^;i/= 1:3); 

N M R (300 MHz, CD3OD) : 6 8.04 (d, J = 2.4 Hz, IH), 7.88 (d, J = 15.6 Hz, IH), 
7.65-7.58 (m, 2H), 7.34-6.87 (m, 13H), 6.44 (d, J = 15.6 Hz, IH), 5.05 (s, 2H), 4.09 
10 (s,2H),3.81(s,3H)o 

mmm i o ( 8 i) 

N- (5-:rn^-2-^ h=3pi/7 3iri;i/x;i/7^-;i/) -3- (2- (±y 

15 1* 
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T L C : R f 0.60 {^^"^^ : f^^3i^;i/= 1:2); 
NM R (300 MHz, DMSO-d«) : 6 12.22 (s, IH), 7.86-7.73 (m, 5H), 7.52 (s, IH), 
7.49-7.41 (m, 2H), 7.28-7.06 (m, 7H), 6.96-6.89 (m, 3H), 5.00 (s, 2H), 4.10 (s, 2H), 
3.76 (s, 3H), 2.74 (t, J = 7.8 Hz, 2H), 2.45-2.43 (m, 2H)o 



^^^111 0 (8 2) 

N_ (5-::ro^-2-^ ;v) -3 - (2- 

^i^N^_2 — f;v^^;v) - 4- (i^^v^— ;v- i--r;i/^^-^^) :7ai^;v) 



TLC : Rf 0.30 :mM:^^)^= 1:2); 

NMR (300 MHz, DMSO-d«) : 6 12.21 (br s, IH), 7.86-7,73 (m, 6H), 7.51-7.43 
(m, 4H), 7.22 (dd, J = 8.7, 1.8 Hz, IH), 7.10-7.00 (m, 3H). 6.91 (dd, 8.1, 1,8 Hz, IH). 
6.23 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.05 (s, 2H), 3.68 (s, 3H). 2.73-2.68 (m, 2H), 
15 2.41 (t, J = 7.2 Hz, 2H)o 

10 (83) 

N_ (3_^nD-4-7;i/:^n7 3i=;vx;i/4^— ;i/) -3- (2- (2- 
20 y3^—)V)yuj^>T5^^ 
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CN 



T L C : R f 0.65 P D7jx;i/A \ J ~;i/= 10: 1 ) o 

I^^JIO (8 4) 
5 N- (S-S'T^y :7nin;i/;^;i/^-;i/) -3- (2- (2- 




CN 



TLC : Rf 0.63 (^^Dn5j^;i/A : pt^S^y— ;i/= 1 0 : 1) o 

10 

liaB^JlO (8 5) 

N- (3, 4 -S^^Dn7 3in;i/;^;V3}Tzi;i/) -3- (2- (2- 
l/>-2 — f;v) Jih=^^) -4- (3-:i^7^ 7iydr$/^5^;i/) y slz^ 
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CN 



TLC : Rf 0.62 (^DD7j^;i/A : :^^J—)\/= 1 0 : 1) o 
giaSl^JlO (86) 

5 N- (3 -^Dn-4 -^5^;v:7ai-;i/;;^;i/;jT-;i/) - 3 - (2 - ( 2 - (:^ 

7t^v>-2— Jihdpi/) -4- (3-s/T>'7aiy:^s/p5 5^;i/) y 




CN 



TLC : Rf 0.64 (^Dn7}>;i/A : ;V= 1 0 : 1) o 

10 

^^JIO (8 7) 

N- (7-t^DP^>y7^if>-4-'r;vx;i/5f:^;u) -3- (2- (2 

- (:^7^5'^>-2->r;^) J^h^^pS/) -4- (3 -^T^^xyJpi/^^ 
;V) -7:1.— )V) TXIJ^^^TXY 
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CN 



TL C : Rf 0.66 (^UUyi^JVA : ;^^y—;]/= 10: 1) o 

mmmio (88) 

5 N- (3, 4-S^7;i/:rD7 3i-;v::^;V7^-;V) -3- (2- (2- 




CN 



TLC : Rf 0.64 i^uu^jVA : ;u= 1 0 : 1) o 

10 

^^JIO (89) 

N- (5-:rD^-2-;>< h=3p$/7 3i— -a - (2- (2- 
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Br 



TLC : Rf 0.65 {^uu^)VA : ^^J—JV^ 1 0 : 1) o 

mmm i o ( 9 o ) 
5 N- (3, 4-i^7)]/7tuy -3- (2 - 



TLC : Rf 0.41 (^J7DD7}^;VA : p<^5'y—;i/= 1 0 : 1) ; 
10 N M R (300 MHz, CDO,) : 6 7.84 (m, IH), 7.83-7.73 (m, 2H), 7.55 (d, J = 1.8 Hz, 
IH), 7.40 (d, J = 2.7 Hz, IH), 7.37-7.23 (m, 6H), 6.89 (d, J = 7.5 Hz, IH), 6.67 (s, 
IH), 6.63 (d, J = 7.5 Hz, IH), 6.29 (m, IH), 5.25 (s, 2H), 4.20 (t, J = 6.3 Hz, 2H), 
3.08 (t, J = 6.3 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.14 (t, J = 7.5 Hz, 2H)o 

15 mmm i o ( 9 i) 

N- (3, 4-i^7;i/:rn7ai-;i/;^;i/3}N-;i/) -3- (2- (2- 




P Q P 
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TLC : Rf 0.38 (^DD/i^Jl/A : ^<5^y— ;i/= 10:1) ; 
NMR (300 MHz, CDCQ : 6 8.06 (s, IH), 8.04-7.94 (m, 2H), 7.84 (m, IH), 7.52 
5 (d, J = 2.1 Hz, IH), 7.45-7.28 (m, 5H), 7.02 (d, J = 7.5 Hz, IH), 6.69 (d, J = 7.5 Hz, 
IH), 6.54 (s, IH), 6.26 (m, IH), 5,20 (s, 2H), 4.64 (t, J = 4.8 Hz, 2H), 4.15 (t, J = 4.8 
Hz, 2H), 2.71 (t, J = 8.1 Hz, 2H), 1.81 (t, J = 8.1 Hz, 2H)o 

^^JIO (92) 

10 N- (3, 4-:i^7;i/;rD7 3^-;v;^;i/2^^;i/) -3- (2- (2- 




o 



T L C : R f 0.50 (Wf^^^J^) I 
15 NM R (300 MHz, C3DCI3) : 6 7.85-7.80 (m, 4H), 7.56-7.39 (m, 5H), 6.99 (d, J = 
7.5 Hz, IH), 6.70-6.61 (m, 3H), 6.28 (t, J = 2.1 Hz, IH), 5.25 (s, 2H), 4.05-3.96 (m. 
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4H), 2.75-2.69 (m, 2H). 2.43-2.37 (m, 2H)o 

mmmio (9 3) 

N- (3, 4-VyMT2y :iL=.)v::^J\/7i--—))/) -3 - (2- (2- (2H 

-^>\^hur\/— ;i/-2-'f;i/) j^h^i/) -4- 

pop 



TLC : Rf 0.60 (B^^^^l^ \ J~-)\^=1 0 : 1) o 

10 ^^JIO (9 4) 

N- (3, 4-S^7;i/:rD7 3in;v;^;V:*c— ;v) - 3- (2- (2- (IH 

-^^VhUT^y— 1— r;!/) :i^h=^^» -4- i--f 

Pop 





15 T L C : R f 0.44 mWi^=S-)^ : J — ;i/= 2 0 : 1) o 
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N- (3, 4-Vy)]/:^uy3^=.)]/:;^)V^=.)\/) - 3- (2 - (2- (2- 
^^^j-~;v- 1 — ()]/) sih^-» -4- (tr-7V^— 

pop 




TLC : Rf 0.50 (i7Dn7}s;i/A : pi^y— ;v= 9 : 1) ; 
NMR (300 MHz, CD3OD) : 6 7.87-7.48 (m, 6H), 7.43-7.18 (m, 3H), 6.93 (d, J = 
7.2 Hz, IH), 6.70 (s, IH), 6.61 (d, J = 7.2 Hz, IH), 632 (t, J = 2.1 Hz, IH), 5.21 (s, 
10 2H), 4.69 (t, J = 4.8 Hz, 2H), 4.33 (t, J = 4.8 Hz, 2H), 2.77-2.54 (m, 5H), 2.34-2.13 
(ni,2H)o 

gyfeglJlO (96) 

N- (3, 4-S^7;i/:;a-D7ai-;i/:^;i/7^-;b) - 3- (2 - (2- (IH 

15 1-^ )l) :r.\^:3rt^) -4- (l^ 1 --f 
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TLC : Rf 0.63 (i7DD7h;i/A : ;V=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 8.12 (s, IH), 7.97-7.83 (m, 2H), 7.79 (d, J = 7.8 Hz, 
IH), 7.55-7.41 (m, 3H), 7.37-7.18 (m, 3H), 6.95 (d, J = 7.8 Hz, IH), 6.66 (d, J = 7.2 
Hz, IH), 6.56 (s, IH), 6.26 (t, J = 2.1 Hz, IH), 5.20 (s, 2H), 4.86 (t, J = 4.5 Hz, 2H), 
5 4.32 (t, J = 4.5 Hz, 2H), 2.82-2.69 (m, 2H), 2.42-2.29 (m, 2H) o 

mmm i o ( 9 ? ) 

(2E) -N- (3, 4-:^:7;i/:^D7:ii-;ix;^;V7fJ-;^) -3- (2- (2 
10 ;i/) 7 31— ;i/) -2-7'D'^>T^ K 




TLC : Rf 0.55 (i7DD7i%;VA : j??^^— ;i/=9 : 1) ; 
N M R (300 MHz, DMSO-dj) : 6 12.46 (brs, IH), 8.07-7.95 (m, IH), 7.95-7.65 (m, 
8H), 7.55-7.35 (m, 5H), 6.98 (s, IH), 6.72 (d, J = 7.2 Hz, IH), 6.68 (d, J = 15.9 Hz, 
15 IH), 6.25 (t, J = 2.1 Hz, IH), 532 (s, 2H). 4.28 (t, J = 7.2 Hz, 2H), 3.28 (t, J = 7.2 Hz, 
2H)o 

mmmio (9 8) 

N- (3, 4-^7;i/:^D7 3i— -3 - (2- (2- (:^7 

20 ^v>-2--y;v) xh:?[^s^) -4- (4-p«5=-;n^^^s^>- 1 — r;v^ 
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TLC : Rf 0.47 (^Uun^JVA : y>^^—?]/=3 : 1) o 

5 N- (3, 4-i^y)V:tuy3:.—)]/:^jvn-^—;\/) -3- (2- (2- (±7 
^v>-2 — r;i/) :nh:^p>» -4- (4-:r-fe5^;nf^^^>- 1 — f;i/ 




^^JlO (10 0) 

N- (3, A-'i^y)V:tuy 3L=.)\/7.)\/ii^=.)V) -3- (2- (2- 

^v>-2 — r;i/) 3ih^5^) -4- (^;v3ttu>-4— 
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TLC : Rf 0.57 (mM^'^J^ : ^^5^^-;W= 1 0 : 1) o 
^^JIO (10 1) 

N- (3, 4-i^y)\y:ttiy 3^:=^?l/X}Vn-^=.)V) -3- (2- (2- {±:7 

7 3^—)]/) yu^^i^T^ K 



9 o p 




TLC : Rf 0.50 (mm^^^jv) o 
mmmio (102) 

N-yjL=.)]y:7.)Vn^-)V-2- (2- (2- (i-y^V>-2-^)V) 
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TLC : Rf 0.50 (^^-y-V : B^^Ji^;i/= 1 : 3) » 

mmmio no 3) 

5 N-7 3t-;i/x;i/3j^-;i/-4- (2- (2- 2 —f h 




TLC : Rf 0.49 (^nD7j^;i/A : ^^J^y— ;V=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 8.00 (d, J = 6.9 Hz, 2H), 7.86-7.76 (m, 3H), 7.70 (s, 
10 2H), 7.64-7.36 (m, 7H), 6.91 (d, J = 7.8 Hz, IH), 6.71-6.65 (m, 2H), 6.28 (dd, J = 1.8, 
1.8 Hz, IH), 5.25 (s, 2H), 4.23 (t, J = 6.6 Hz, 2H), 3.21 (t, J = 6.6 Hz, 2H), 2.42 (t, J 
= 7.2 Hz, 2H), 1.80 (t, J = 7.2 Hz, 2H), 1.59 (m, 2H)o 

mmmio (io4) 

15 N- (3, 4-^y)V:^ay :j^—?VX)V-^=.?\^) -4- (2- (2- 
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TLC : Rf 0.56 (^OP5j^;i/A : ^^5^^— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d.) :6 7.98-7.65 (m, 8H), 7,50-7,40 (m, 4H), 6.90 (d, 
5 J = 7.8 Hz, IH), 6.84 (s, IH), 6.63 (d, J = 7.8 Hz, IH), 6.23 (dd, J = 2.1, 2.1 Hz, IH), 
5.23 (s, 2H), 4.16 (t, J = 6.3 Hz, 2H), 3.15 (t, J = 63 Hz, 2H), 2.34 (t, J = 7.5 Hz, 2H), 
2.14 (t, J = 7.5 Hz, 2H), 1.55 (m. 2H)o 

mmm i o (i o 5 ) 

10 N- (l^Ui^>-3— r;i/X;i/3t^— -3- (2- (2- 

2 — r;!/) jih^esx) -4- (if^y— 1 7a;— y 




TLC : Rf 0.49 (5^PDJj^;VA : pt^^y'— ;P= 1 0 : 1) o 

15 

mmmio (i06) 
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N- ( 1 -p(5^;i/i^D— ;i/-2-'f;i/;^;i/>j^— -3- (2- (2- ii- 



5 TLC : Rf 0.70 (^DD*c;i/A : 1 0 : 1) o 

Slili^Jl 0 (10 7) 

N- (4-^5^;i/5^:Fy— ;v-2— f;i/x;i/3ix^;v) - 3- (2 - (2 - (r^ 
y^]y>-2-^)\/) a^h^s/) -4- (if^^/— 1 — r;M^;i/) 7 
10 rn-^'^VT^ l« 



TLC : Rf 0.52 (^DDt^^I/A : ^^y'— ;i/= 10:1), 

Has^J 10 (10 8) 
15 N- (3 , 5 'Jyt^V-^J—)}/- 4 — T - 3 - ( 2 

- (2- c^^^j'i/v-B-'f;!/) 3ih=^2/) -4- (tf^y-;!/- i--r 
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TLC : Rf 0.71 (^DD7j^;i/A : ;v= 1 0 : 1) o 

m&m 10 (10 9) 
5 N- (tfue^^- 2— i-;!/;^;!/?}^-;!/) -3- (2- (2- 



TLC : Rf 0.51 i^ua:^J]/A : ;i/= 1 0 : 1) o 

10 

^^Jl 0 (110) 

N- (i-^5=-;i/'f ^^5^V-;i/-2--f;v;^;i/^=;v) -3- (2- (2- 
(:^7^5'l/>-2-'f;^) jih^^i^) - 4- (t:^v^— ;v- 1— f;i/p?5^;ix) 
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TLC : Rf 0.48 (iJ7DD7}>;i/A : pt^^— ;V= 1 0 : 1) o 

mmm i o ( 1 1 1) 

5 N-y 2 - (2- (:^7^^'>-2 — (jv) a^h:^^^) 

-4- (bT-^y— 1 — ^>Xt^ k 




TLC : Rf 0.66 (i7Uti^;VA : ^3^^— ;p= 19:1) ; 
NM R (300 MHz, CDCI3) : 6 10.35 (bs, IH), 7.99 (d, J = 8.4 Hz, IH), 7.93-7.78 
10 (m, 6H), 7.61-7.28 (m, 8H), 6.84 (d, J = 8.1 Hz, IH), 6.78 (s, IH), 6.31 (t, J = 2.1 Hz, 
IH), 5.31 (s, 2H), 4.47 (t, J = 6.3 Hz, 2H), 3.42 (t, J = 63 Hz, 2H)o 

mmm i o (i 1 2 ) 

N- (5-^5=-;i/7^>-2— r;i/:5^;v7}^r^;u) - 3- (2- (2- 

15 ^]y>-2--(JV) :t^h^^) -4- (t!^\/— 1 — f Jl^j^^JV) ^oc 
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TL C : Rf 0.40 (^^I^V : iP^ai5^;i/= 1:1); 
N M R (300 MHz, CDCI3) : (S 7.88-7.77 (m, 4H), 7.68 (brs, IH), 7.54 (d, J = 1.5 
Hz, IH), 7.53-7.45 (m, 2H), 7.42-7.36 (m, 2H), 7.16 (d, J = 3.6 Hz, IH), 6.97 (d, J = 
5 8.1 Hz, IH), 6.67-6.65 (m, 2H), 6.27 (t, J = 2.1 Hz, IH), 6.11 (d, J = 33 Hz, IH), 
5.24 (s, 2H), 4.24 (t, J = 63 Hz, 2H), 3.23 (t, J = 6.3 Hz, 2H), 2.74 (t, J = 7.5 Hz, 2H), 
2.34 (s, 3H), 2.17 (t, J = 7.5 Hz, 2H)o 

^^Jl 0 (113) 
10 N- iy'p>- 3 - 3- (2- (2- (:^7^U>-2 

— r;i/) jih:J\ri/) -4- (t:^\/— i-^r;!/^^^;^) 7ji^;i/) itd 




TLC : Rf 0.30 (^dp•t^> : iS^^3i5=-;i/= 1:1); 
15 N MR (300 MHz, CDa,) : 6 8.01 (m, IH), 7.87-7.77 (m, 4H), 7.69 (bra, IH), 7.54 
(m, IH), 733-7.44 (m, 2H), 7.41-7.37 (m, 3H), 6.92 (d, J = 7.5 Hz, IH), 6.67 (d, J = 
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1.5 Hz, IH), 6.65-6.61 (m, 2H), 6.28 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.25 (t, J = 6.3 
Hz, 2H), 3.23 (t, J = 6.3 Hz, 2H), 2.73 (t, J = 7.5 Hz, 2H), 2.09 (t, J = 7.5 Hz, 2H)o 

mmm i o ( 1 1 4 ) 

5 N- (^3^7 3l>-3-'f;l/X;l/7J^-;l/) -3- (2- (2- (±y'$^ly> 
-2— 31 h:^^/) -4- (tr^vT— 1— f 




T L C : R f 0.35 (-s^-y-> : @^m:ii5^;i'= 1:1); 
10 N M R (300 MHz, CDCI3) : 6 8.10 (dd, J = 3.0, 1.5 Hz, IH), 1X1-1. Tl (m, 4H), 
7.68 (brs, IH), 7.54 (m, IH), 7.52-7.45 (m, 2H), 7.41-7.30 (m, 4H), 6.89 (d, J = 7.8 
Hz, IH), 6.67 (brs, IH), 6.62 (d, J = 7.8 Hz, IH), 6.28 (t, J = 2.1 Hz, IH), 5.24 (s, 
2HX 4.24 (t, J = 63 Hz, 2H), 3.23 (t, J = 6.3 Hz, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.09 (t, 
J = 7.5 Hz, 2H)o 

15 

10 (115) 

N- (2, 5 h=3pS/7^-;i/;^;i/7^^;P) -a- (2- (2- 

^i/>-2--Y;i/) -4- (i^^v^— 1 — y;wp«5^;i/) 
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T L C : R f 0.26 : S^Ji5^;b= 1:1); 

N M R (300 MHz, CDQa) : 6 8.16 (bts, IH), 7.86-7.76 (m, 3H), 7.67 (bis, IH), 
7.54-7.52 (m, 2H), 7.51-7.43 (m, 2H), 7.39-7.35 (m, 2H), 7.05 (dd, J = 9.3, 3.0 Hz, 
5 IH), 6.94 (d, J = 7.2 Hz, IH), 6.80 (d, J = 9.1 Hz, IH), 6.65-6.62 (m, 2H), 6.27 (t, J = 
2.1 Hz, IH), 5.23 (s, 2H), 4.18 (t, J = 6.6 Hz, 2H), 3.78 (s, 3H), 3.67 (s, 3H), 3.19 (t, 
J = 6.6 Hz, 2H), 2.74 (t, J = 73 Hz, 2H), 233 (t, J = 7.5 Hz, 2H)o 

mmm i o ( 1 1 6 ) 

10 N- (4-^ h=¥^7 3i-;i/;;^;i/4^^;p) -3- (2- (2- (:^7i5'l/> 
-2 — r;i/) Jih'Jf^^') -4- 73i-;i/) 




T L C : R f 0.34 (^:^i^> : g^^ai5=-;i/= 1:1); 
15 NMR (300 MHz, CDd^) : 6 7.87-7.76 (m, 6H), 7.67 (brs, IH), 7.53 (m, IH), 
7.52-7.45 (m, 2H), 7.40-7.37 (m, 2H), 6.95-6.88 (m. 3H), 6.66 (bis, IH), 6.62 (d, J = 
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7.2 Hz, IH), 6.28 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.23 (t, J = 6.3 Hz, 2H), 3.84 (s, 
3H), 3.21 (t, J = 6.3 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.07 (t, J = 7.5 Hz, 2H)o 

mmmio (iii) 
5 N- (3, 4-i?7;i/:^D7 3i— -3 - (2- (2-s^^7o 




TLC : Rf 0.63 (:J7DD:tc;^A : ^^y— ;V= 9 : 1) ; 
10 N M R (300 MHz, CDCI3) : 6 7.64-7.56 (m, 2HX 7.54 (d, J = 1.2 Hz, IH), 7.40 (d, 
J = 1.8 Hz, 1H),7.20 (m, IH), 6.88 (d, J = 7.8 Hz, IH), 6.62 (d, J = 7.8 Hz, IH), 6.57 
(s, IH), 6.28 (dd, J = 1.8, 1.2 Hz, IH), 5.25 (s, 2H), 4.10 (m, 2H), 3.91 (m, 2H), 3.45 
(m, IH), 2.86 (t, J = 6.9 Hz, 2H), 2.71 (t, J = 6.9 Hz, 2H), 2.05 (m, 2H), 1.80 (m, 2H), 
1.42-1.15 (m, 6H)o 

15 

^^Jl 0 (118) 

N- (3, 4-t^yj]/:tuyj^=-)VX)V7t^~)\^) -3 - (2- (2- (tT'^. 
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TLC : Rf 0.38 (tJ7D07r;;i/A ;v=9 : 1) ; 

NMR (300 MHz, CDCI3) : d 7.63-7.56 (m, 2H), 7.53 (d, J = 2.1 Hz, IH), 7.40 (d, 
J = 2.1 Hz, IH), 7.15 (m, IH), 7.10 (d, J = 7.8 Hz, IH), 6.80 (d, J = 7.8 Hz, IH), 6.62 
5 (s, IH), 6.28 (dd, J = 2.1, 2.1 Hz, IH), 5.27 (s, 2H), 4.18 (t, J = 5.1 Hz, 2H), 3.50 (t, J 
= 5.1 Hz, 2H), 3.24 (brs, 4H), 2.91 (m, 2H), 2.46 (m, 2H), 2.15-2.00 (m, 4H), 1.65 
(ni,2H)o 

mmmio (ii9) 
10 N-7:n-;i/x;i/^-;i/-3- (2- (2- (3-.?< b^->-<>v^-r;vT^ 
y) 3ih:3^s^) -4- (t:^\/-;i/-i— r 5^;^) 7air:;i/) :7'd/'?> 




o 



T L C : R f 0.50 (g^^3^5=-;V) ; 
15 NMR (300 MHz, CDClg) : 6 11.00 (s, IH), 8.01-7.98 (m, 2H), 7.61-7.32 (m, 8H), 
7.09-7.05 (m, IH), 6.97 (d, J = 7.5 Hz, IH), 6.76-6.59 (m, 3H), 6.28 (t, J = 2.1 Hz, 
IH). 5.24 (s, 2H), 4.03-4.00 (m, 2H), 3.95-3.90 (m, 2H), 3.87 (s, 3H), 2.75-2.70 (m, 
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2H), 2.42-2.36 (m, 2H)o 

mmmi o ( i 2 o) 

N- (3, 4-^^:7;v;rP7ai^;i/x;i/^— ;u) -3 - (2- (2- (3- 
5 :Ah^i^^y^J^)^T^j) aih^$^) -4- (t:^^/— 1 ->f ;v^^ 



NMR (300 MHz, CDCQ : 6 11.45 (s, IH), 7.86-7.81 (m, 2H), 7.55-7.22 (m, 6H), 
10 7.11-7.07 (m, IH), 6.99 (d, J = 7.5 Hz, IH), 6.70-6.58 (m, 3H), 6.28 (t, J = 2.1 Hz, 
IH), 5.25 (s, 2H), 4.06-3.94 (m, 4H), 3.88 (s, 3H), 2.74-2.69 (m, 2H), 2.42-2.36 (m. 
2H)o 

10 (12 1) 

15 N- (3, 4-$^7;i/:^D73i— ;b) -3 - (3- (3-7ai— 
;i/rp:1^=3|p^) -4- (1^^\/— — f;b^^;i/) 7ain;i/) rD>''«>' 




TLc : Rf 0.50 (mm^^?\^) 
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T L C : R f 0.50 D D J^;i/A \ J — ;i/= 1 0 : 1 ) o 

mmm\o (122) 

N- (3, 4-i?7;i/:rn7a^— - 3- (3- (3- 
31— ;v) yvD^^^TX K 




T L C : R f 0.53 uuit^yVK : ^ ^ — ;V= 1 0 : 1 ) o 
10 ^^JIO (123) 

N-7a:-;i/;^;vjl^-;i'-3- (2- ( 1 — f ;M^;i/) * 

;w^^-r;w) -4- l-'f :/u)\-yT 




15 TLC : Rf 0.51 (^nDJ}^;VA : j^^y'— ;i/= 1 0 : 1) o 
10 (12 4) 
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N- (3, 4-$^7;i/::tn7ii^— -3- (2- ( ii-y-^^u 
•7 3^-;]/) ytiJ'^>T^ K 




5 TLC : Rf 0.51 (;^DD7^;i/A : ^^5^^— ;V= 1 0 : 1) » 
^^JIO (125) 

N-7 3in;i/x;i/2^^;v-3- (2- ( (±y^]y>-2 — OVjA^))/) itj 
10 ^ h* 




TLC : Rf 0.30 (^nDJ}^;i/A : p^t^^y— ;p= 10:1) ; 
N M R (300 MHz, DMSO-dg) : 6 8.96 (t, J = 5.7 Hz, IH), 7.94-7.41 (m, 14H), 7.21 
(s, IH), 7.11 (s, 2H), 6.29 (t, J = 1.8 Hz, IH), 5.32 (s, 2H), 4.57 (d, J = 5.7 Hz, 2H), 
15 2.81(t,J = 7.4Hz,2H),2^4(t,J = 7.4Hz,2H)o 
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10 (12 6) 

N- (3, 4-^7;i/:tn7 3::z;i/;^;i/7}N-;i/) -3- (2- ( (±7^1/ 
7 3ir:;i/) 7*D/1>7^ h* 



F 



5 




TLC : Rf 0.28 (^DD7i^;VA : ^^^y— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-d^) : 6 8.98 (t, J = 5.7 Hz, IH), 8.00-7.64 (m, 8H), 
7.57-7 A2 (m, 4H), 7.28 (s, IH), 7.20-7.10 (m, 2H), 6.28 (t, J = 2.1 Hz, IH), 533 (s, 
2H), 4.57 (d, J = 5.7 Hz, IH), 2.83 (t, J = 7.1 Hz, 2H), 2.57 (t, J = 7.1 Hz, 2H)o 

10 

^^Jl 0 (12 7) 

N-:7 3ir:;i/x;V5i^— ;i/-3- (2- (^>s^;i/>b;wN*^'i';i/) - 4- (if 
i-'f;i/p«5=-;v) ^i^;!/) rn/i^T^h' 




15 TLC : Rf 0.67 (:J7Dn7l%;VA : ^^i'y— ;i/=9 : 1) ; 
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NMR (300 MHz, DMSO-dfi) : 6 12.10 (brs, IH), 8.84 (t, J = 6.0 Hz, IH), 
7.90-7.88 (m, 2H), 7.81 (m, IH), 7.71 (m, IH), 7.63-7.57 (m, 2H), 7.45 (brs, IH), 
7.27-7.21 (m, 6H), 7.08 (bis, 2H), 6.27 (t, J = 2.1 Hz, IH), 5.29 (s, 2H), 4.37 (d, J = 
6.0 Hz, 2H), 2.77-2.72 (m, 2H), 2.50-2.45 (m, 2H)o 

5 

HiS^Jl 0 (12 8) 

N- (3, 4-S^7;i/:^D7ai— ;i/::^;i/3iT-;i/) -3- (2- (-^^VjVij 
;i/n^-r;i/) -4- (t:^\;— — r;i/pi5=->>i/) :7 3i;z;i/) rn/'^VT' 



F 




TLC : Rf 0.64 (e7nn7iK;bA : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d«) : 6 12.30 (brs, IH), 8.86 (t, J = 6.3 Hz, IH), 7.93 (m, 
IH), 7.82-7.66 (m, 3H), 7.45 (brs, IH), 7.31-7.20 (m, 6H), 7.15-7.08 (m, 2H), 6.26 
(m, IH), 5.29 (s, 2H), 4.38 (d, J = 6.0 Hz, 2H), 2.79-2.74 (m, 2H), 2.54-2.49 (m, 2H) o 

15 

giaH^JlO (12 9) 

N- (3, 4-S^7;i/:rD7 3i-;i/;;^;i/7}^-;v) -3- (3- (3- (^-^^ 
^U>-2-^JV) TU^^iy) -4- (l^^y— 1 — f ;M5^;1/) 7 
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T L C : R f 0.51 (^UV^JVA : ^ ^y^—JV= 9:1); 
NMR (300 MHz, CDCl,) : 6 9.22 (brs, IH), 7.90-7.70 (m, 5H), 7.60 (s, IH), 7.51 
(d, J = 1.5 Hz, IH), 7.50-7.40 (m, 3H), 7.40-7.20 (m, 2H), 6.82 (d, J = 7.8 Hz, IH), 
5 6.48 (s, IH), 6.47 (d, J = 7.8 Hz, IH), 6.26 (t, J = 1.8 Hz, IH), 5.29 (s, 2H), 3.90 (1, J 
= 7.5 Hz, 2H), 2.91 (t, J = 7.5 Hz, 2H), 2.76 (t, J = 7.5 Hz, 2H), 237 (t, J = 7.5 Hz, 
2H), 2.30-2.10 (m, 2H)o 

^^Jl 0 (13 0) 
10 N-7 3irL;Vy^;i//Jv-;v-3- (2- ( (3-p«^;V-l- (3, 
5=-;i/:7rc^;i/) >^5^;i/) :i7;v/t^-f ;v) -4- (i^^\/— 1 




TLC : Rf 0.65 (^dd;^;1/A : ^iJ^y— ;v= 1 0 : 1) o 

15 
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mmm i o (i 3 i ) 

N- (3, 4-2^7;i/:^D7i— -3- (2- ( (3-:^^ 
(3, 5-s^pC5^;v7ji-;i/) iti)W^^-()V) -4- (tr 



TLC : Rf 0.62 (i^UU^)]/A : ^^J—)]/= 1 0 : 1) o 
^miO (132) 

;i/;^;i/3f;-;v-3- (2- ( (3-^5r^;v-l- (3, 5-2^.?< 





TLC : Rf 0.64 (^J? D n7i^;i/A : 1 0 : 1) o 
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^^110 (13 3) 

N- (3, 4-s^7;i/:^o7ai— -3- (2 - ( (3-^5^ 
(3, h^iyy:^-)]^) y'^J^) *;w^^-f;v) -4 - (tr 



5 




TLC : Rf 0.62 (^uun^^VA : J—)y= 10: Do 

m&mi^ (13 4) 
(2E) -N- (3, 4-^7;i/;a-D7 3i-;vx;V5tc— -3- (2- (2 
10 - {.±y^\/l^-2 — 3ih:3r-» -4- (4-7'-fe5^;i/tf'^^S^>- 

l-'f;M^;i/) 731— ;v) -2-rn^>T^K 




TLC : Rf 0.58 (^57DD3^;VA : ^^y— ;i/= 1 0 : 1) o 
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(2E) -n-7 3i-;p;:^;i/7}n-;i/-3- (2- (N-^>i^;i/;^;V3^— ;i/ 

5 2-7*P^>7^h' 



TLC : Rf 0.45 (i7Dn7iK;VA : jji^y'— ;i/= 1 0 : 1) o 
ii^^JlO (136) 

10 (2E) -N- (3, 4-j^7;i/:^D7 3^-;i/;^;vji^— ^w) - a- (2- (N 
-'OS^;i/:^;V5tc— ;i/-N-p<5=-;i/T^y) -4- (tr^v/— 1 ->r;i/ 



TLC : Rf 0.49 (^7DD:^;i/A : ^^5'^— ;v= 1 0 : 1) o 

15 

migiJlO (13 7) 

N- (3, 4-2;7;i/;j-P7 3in;i/;:^;i/4^-;U) - 3-(2-((2-(:h 

i-^;v) T'-b^;!/) T^^) -4- (tr^y— ;i/-i — r;vp? 
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TLC : Rf 0.44 (^57nn7i%;i/A : ;i/=9 : 1) ; 

N M R (300 MHz, DMSO-d J : 6 12.3 (s, IH), 9.90 (s, IH), 8.12 (m, IH), 7.96- 
5 7.40 (m, IIH) 7.27 (s, IH), 7.06 (d, J = 8.1 Hz, IH), 6.87 (d, J = 8.1 Hz, IH), 6.22 
(dd, J = 2.1, 1.8 Hz, IH), 5.21 (s, 2H), 4.13 (s. 2H), 2.68 (m, 2H), 2.40 (m, 2H)o 

gj^^llO (13 8) 

N- (3, 4-$^7;i/:rn:7 3^— -3- (2 - (2- i^:^ 
10 :7ai>-2->f;i/) 3^h=^s^) -4- i\^^^J—)v-i-^)vy>^jv) yx. 




TLC : Rf 0.27 (^^"t^> : l^^3^^>>V= 1 : 1) o 

15 10 (13 9) 

N- (3, 4-^7;l/5^-^7 3l:r;^:?^;l/7}^— ;i/) -3- (2- (2- (^:^ 

^niy-s—f;!/) oih^s/) -4- (\i7\/-;i/-i — f;v^^;v) 
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T L C : R f 0.28 : g^^Ji5^;i/= 1 : 1 ) o 

5 mmio_LiAoi_ 

N- (^h^y-;v-5— f;i/) -3- (2- ( (3-p«^;i/-i- (3, 

5 :i7;w^^>f -4- (2-:^nn-5- 




10 TLC : Rf 0.33 (^OD3^;i/A : ;>«t5'^— ;v= 1 0 : 1) ; 

NM R (300 MHz, CDCI3) : 6 7.62 (s, IH), 7.44 (m, IH), 7.34-7.22 (m, 2H), 6.98 
(s, 2H), 6.88 (s, IH), 6.79 (s, IH), 6.76 (d, J = 8.1 Hz, IH), 6.34 (d, J = 8.4 Hz, IH), 
5.24 (m, IH), 5.09 (s, 2H), 3.24-X98 (m, 2H). 2.94-2.7 2 (m. 2H), 2.32 (s, 3H), 2.28 
(s, 6H), 1,90-1.50 (m, 3H), 1.06-0.97 (m. 6H)o 

15 

10 (14 1) 
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N~ (3, 4-i^7;i/;i-D7 3i-;v:^;v>^— - 3- (2 - ( is-M-^- 

(3^ 5 ilJW^'E'OV) - 4- (2 



5 TLC : Rf 0.57 (^'PP^;VA : ^iJ'y— ;i'=l 0 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.70-7.55 (m, 3H), 7.35 (d, J = 8.1 Hz, IH), 
7.31-7.24 (m, IH), 7.21-7.10 (m. 2H), 6.99 (s, 2H), 7.00-6,92 (m, IH), 6.82 (s, IH), 
6.77 (d, J = 8.1 Hz, IH), 6.28 (d, J = 8.4 Hz, IH), 5.21 (m, IH), 5.09 (s, 2H), 3.02- 
2.81 (m, 2H), 2.67-2.52 (m, 2H), 2.34 (s, 9H), 1.90-1.45 (m, 3H), 1.02 (d, J = 6.0 Hz, 



mmmio (142) 

N- (3, 4-S^7;V:4-n:7a:n;v:^;i/7iK-;i/) -2- (2- (2- 
i«7i/>-2--(';i/) 3ih:3p$/) -4- (t:^\/— — r;i/;<5=-;i/) ^> 
15 $^;i/;^:^rix) T-fe hT^ K 




10 6H)o 
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•F 



TLC : Rf 0,34 (tJ7DP7iN;i/A : p«>j^^— ;v= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.86-7.66 (m, 6H), 7.57 (d, J = 1.8 Hz, IH), 
7.49-738 (m, 4H), 730-7.13 (m, 2H), 6.82-6.75 (m, 2H), 630 (t, J = 2.1 Hz, IH), 
5 531 (s, 2H), 4.44 (s, 2H), 4.36 (t, J = 6.6 Hz, 2H), 3.85 (s, 2H), 3.27 (t, J = 6.6 Hz, 
2H)o 

iiatt^J 10 (14 3) 

N- (3, 4-i^y)]/:ttiy3i—)]/X)V^^=^;V) - 3- (2- (2- (:^7 
10 ^V>-2--r;i/) aih^r-» -4-i^^5^;i/:P^^;<^;i/7 3ir:;i/) 



TLC : Rf 0.52 (i^nn7ix;i/A : ^^57^—;!/= 9 : 1) ; 
NMR (300 MHz, DMSO-dj) : 6 8.31 (s, IH), 7.86-7.73 (m, 5H), 7.62 (m, IH), 
15 7.51-7.42 (m, 4H), 7.04 (d, J = 8.1 Hz, IH), 6.99 (Jots, IH), 6.80 (d, J = 8.1 Hz, IH), 
4.22-4.18 (m, 2H), 3.97 (brs, 2H), 3.23-3.19 (m, 2H), Z69-2.64 (m, 2H), 2.55 (s, 6H), 
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2^6-2.20 (m, 2H)o 

mmmio (14 4) 

N- (3, 4-s?7;i/;to7 3i-;i/x;i/*^;i/) -3- (2- (s-^-e^n 



TLC : Rf 0.60 (<^Dn7}N;i/A : ^^S'^'— ;i/=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 8.86 (br s, IH), 7.83-7.72 (m, 2H), 7.54 (d, J = 2.1 
10 Hz. IH), 7.42 (d, J = 2.1 Hz, IH), 732-7.23 (m, IH), 6.88 (d, J = 7.8 Hz, IH), 6.66 (s, 
IH), 6.61 (d, J = 7.8 Hz, IH), 630 (t, J = 2.1 Hz, IH), 5.27 (s, 2H), 3.88 (t, J = 6.6 
Hz, 2H), 2.82 (t, J = 7.2 Hz, 2H), 2.50 (t, J = 7.2 Hz, 2H), 1.78-1.69 (m, 7H), 130- 
1.19 (m, 6H), 0.94-0.84 (m, 2H)o 

15 gaifti^llQ (1 45) 

N- (3, 4-i^7;i/:^P7 3:-;i/:^;v^-;i') -3- (2- (2-7aiy 
:3ei/aih^i/) -4- 1— <>'i^^5=-;w) 7 3^— ;v) :7-d-'^> 
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TLC : Rf 0.60 (^PD5^;i/A : ;i/=9 : 1) ; 

N M R (300 MHz, CDQa) : 6 8.95 (br s, IH), 7.64-7.54 (m, 3H), 7.42 (d, J = 2.1 
Hz, IH), 736-7.30 (m. 2H), 7.24-7.15 (m, IH), 7.06-6.93 (m, 4H), 6.70-6.66 (m, 2H), 
5 6.29 (t, J = 2.1 Hz, IH), 5.28 (s, 2H), 4.38-435 (m, 2H), 430-4.28 (m, 2H), 2.84 (t, J 
= 7.2 Hz, 2H), 2.52 (t, J = 7.2 Hz, 2H)o 

mmmio (i4 6) 

N- (3, 4-$^7;1/2}-d:7 ji-;v::^;V7^n;i/) -3- (2- (2- 
10 ^\y>-2 — f)]/) x^h^t^) -4- (3-p?^;i/-2-:^-=3pV-f ^^^/U 

pop 




T L C : R f 0.42 ('\=^-t?-> : : p< ^ ^ — 2 : 6 : 1) o 

15 ^^JIO (147) 

N- (3, 4-i>7;i/:^D:7 3i-;i/x;i/:tr— -3- (2- (2- 
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TLC : Rf 0.50 (^DD7l^;i/A : ^^y— ;i/= 1 9 : 1) » 

5 ^^Jl 0 (14 8) 

N- (3, 4-i^7;i/:tn7 3i— ;v:^;i/7jx-;i/) -3- (2- (2- (±y 




10 TLC : Rf 0.38 (^UU^JVA : pt^y— ;v=9 : 1) o 
illfe^JlO (14 9) 

N- (3, 4-5^7;^3^D7 3l— ;p) -3- (2- (2- ii-y 

15 K 
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TLC : Rf 0.29 (^DD4^;i/A : ^^^~-J)/=9 : 1) o 

mmmio (i 5 o) 

5 N- (3, 4-S^:7;i/:tD7 3i-;i/::^;V3}v-;i/) -3 - (2- 



T L C : R f 0.44 (^^ri^^ : : p« ^ y'— ;i/= 2 : 6 : 1 ) o 



lya^J 10 (15 1) 

N- (3, 4 -$^7;i/:rD:7a^— ;i/;^;i'7fv-;v) -3 - (2- (-^^y^wrij 
;u>'t^-f;i/j< h^^ps/) -4- (if^y— ;v- 1— f;i/^^;i/) 71— ;v) ^ 
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TLC : Rf 0.37 (^^ifV : : J—)\^=2 : 6 : 1) o 

10 (15 2) 

5 N- (3, ^-V-yyS/'^Xiy :3L-)^/•7sy\/ii^—)^^') - 3- (2- (2- (3- 
:7 3i^;v) rp/'?>7^ K 



TLC : Rf 0.40 ('\=3p-t?-> : g^^a^5^;i/ : ;i'=2 : 6 : 1) o 

10 

^^Jl 0 (15 3) 

N- (3, ^-Vy)\^'^\2y :s:.=.)\^-7.)\/if^—)V) -3- (2- (2- (3- 
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TLC : Rf 0.44 : B^®3i^;i' : ^a^y— ;i'=2 : 6 : 1) o 

10 (15 4) 

5 N- (3, 4-i^y;i/JtU7 =ii:=.J]/7.J]/:^—J]/) -3- (2- (3-73i— 




T L C : R f 0.77 n D3Jt;1/A : ^ ^ y — ;i/= 10: 1 ) o 

10 

10 (15 5) 

N- (3, 4-Z^y)\/:tU7 3^—JV7.;i^=.;V) -3- (2- (4-73;^ 

;i/:rh:^^') -4- (t^V— l-^;i/p«^;i/) :rn>>'?>:?' 
5 K 
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TLC : Rf 0.76 (^DD5fc;i/A : p^iS^y— ;i/= 1 0 : 1) o 

mm 10 (15 6) 
(2E) -N- (3, 4-t^'7J]/:tU'7 3^=LJVX)V-^—;]/) - 3- (2 - (2 
- ('^y^U>-2--( a:hdE^>» -4- (2 V t^>- 1 




TLC : Rf 0.70 (^au:^;VA : ;i/= 1 0 ; 1) o 

^^Jl 0 (15 7^ 

N- (3, 4-t^yj]/:tU7 3^-jVX)V^-j],) -3 - (2- (2- (3- 
(tf^Ui^>-l — r;!/) 7 31 h:^-^) -4- (tf^y— 1- 
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TLC : Rf 0.45 (^^-^y : i^ai5^;v= 1:1) ; 
N M R (300 MHz, CDCI3) : 6 7.74-7.68 (m, 2H), 7.55 (s, IH), 7.40 (d, J = 2.1 Hz, 
5 IH), 7.27-7.19 (m, 2H), 6.95-6.93 (m, 2H), 6.85 (s, IH), 6.77 (d, J = 7.5 Hz, IH), 
6.66-6.61 (m, 2H), 6.29 (t, J = 2.1 Hz, IH), 5.26 (s, 2H), 4.21 (t, J = 6.0 Hz, 2H), 
3.25-3.22 (m, 4H), 3.03 (t, J = 6.0 Hz, 2H), 2.66 (t, J = 7.5 Hz, 2H), 2.15 (t, J = 7.5 
Hz, 2H), 1.76-1.70 (m, 4H), 1.64-1.58 (m, 2H)o 

10 TLC : Rf 0.50 (n-^^V-> : WfM^^JV= 1 : 2) o 

mmm i o (i 5 8 ) 

(2E) -N- (3, 4-i^y)V:^uy3^—)V:y(.)VJt^—)]/) - 3- (2- (2 

- {•^y^v>-2—{ )V) 3:h^2^) -4-2^:7'y'^5^;i/7 3i-;v) -2 
15 -ya^^-r^ K 
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TLC : Rf 0.71 (^DD>^;i/A : >tiJ^y— ;i/= 1 0 : 1) o 

mm.m i o (159) 

N- (3, 4-t^y;V:ttiZ7yi—;v:;^}V7iK-JV) -3- (2- ( (3 -pi 5^ 
5 (3, 5-t>:>i^J]y-7 3L-)V) zf^jv) A;W'T^-r;i/) -4- 




T L C : R f 0.48 (if : —}]/= 1 0 ; 1 ) o 

10 liafE^Jl 0 (16 0) 

N- (3, 4-i^y)Vyi-Xi-7 jL—jv:^J]/^>—)]/) - 3- (2- ( (3-^5=- 
;^-l- (3, 5 z^^jv) *;w^^'f;i/) -4- (3 
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T L C : R f 0.29 (^^D-> : #^:3:5=-;i/= 1 : 1 ) o 

mmm i o (i e i) 

N- (3, 4-i^:7;i/;tD7 3i-;i/;;^;i/^-;i/) -2- (2- (3- 




T L C : R f 0.34 mm:^'^}\^) o 

10 ^^JIO (162) 

(2E) -N- (3, 4-S^7;i/:^n7 3in;v::;^;V7n-;i/) - 3- (2- (2 
- {±y^V>-2-^ A) aih=^i^) -4- (5^;r7ji>-3— f;M5^ 




15 TLC : Rf 0.65 : 1 : 1) » 
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10 (16 3) 

(2E) -N- (3, 4-i?7;i/7}-D7x— - 3- (2- (2 
5 D'^VT'^ F 




T L C : R f 0.64 (•^=3fi^> : B^^ai5^;i/= 1 : 1 ) „ 

Ifeffli^Jl 0 (16 4) 
10 (2E) -N- (3, 4-i^7;i/2j-D:7a^-;i/;;^;i/;f;-;i/) -3- (2- (2 

- (:^7^^>-2— f ;i/) jih^s^) -4- (N-^^^z-f ;v-n-^^ 




T L C : R f 0.49 (^^t^> : B^^J^5^;V= 1 : 3 ) o 

15 

^gaiO (16 5) 
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N- (3, 4-i?yMuy :I^^)lX)]/:i^^JV) -3- (2- (2-7^— 
;i/aihdE^$^) -4- (2-^nn-5-;»?^;i/7aiydF-^'p{^;i/) y^^-j]/) 




5 T L C : R f 0.74 : Bf^Ji5=-;i^= 1:1); 

NMR (300 MHz, CDCI3) : 6 7.83-7.70 (m, 3H), 7.40-7.24 (m, 7H), 7.05 (s, IH), 
6.93 (d, J = 7.8 Hz, IH), 6.84-6.80 (m, 2H), 6.73 (d, J = 7.8 Hz, IH), 5.06 (s, 2H), 
431 (t, J = 6.3 Hz, 2H), 3.13 (t, J= 6.3 Hz, 2H), 2.76-2.71 (m, 2H), 2.31 (s, 3H), 
2.20-2.15 (m, 2H)o 

10 

10 (16 6) 

N- (3, 4-i^:7;i/:rn:7 3iri;i/:;^;V/Jx-;i/) -2- (N' -;??5^;V-N' 
- (2- (2- (:^:7i5' v>-2— f;i/) aih^rS/) -4- (i^^t/-;!/- 
1— f;^P«^;i') 7 3i-;i/) T^y') T'thT^ K 



15 
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TLC : Rf 0.73 (^DD2j^;i/A : J—J\^= 10:1) ; 
NMR (SOOMH^COaa) id 7.94 (m, IH), 7.89-7.74 (m, 4H), 7.64 (s, IH), 7.54 
(d, J = 1.8 Hz, IH), 7.52-7.41 (m, 2H), 7.37 (d, J = 2.4 Hz, IH), 735-7.16 (m, 2H), 
6.93 (d, J = 1.3 Hz, IH), 6.81-6.71 (m, 2H), 6.27 (t, J = 1.8 Hz, IH), 5.23 (s, 2H), 
5 4.24 (t, J = 7.5 Hz, 2H), 3.47 (s, 2H), 3.18 (t, J = 7.5 Hz, 2H), 2.64 (s, 3H)o 

mm\ 10 (16 7) 

N- (3, A^-Vy Mxiy s.=.)\/7.)^/itrs=.)\/^ - 3- (2- (2- 

3'i/>-2— r;!/) 3ih=^$^) -4- (N'-T'fe5^;v-N'-><5^;v7^>' 




TL C : Rf 0.46 (^^DDJ^;i/A : ^^y— ;i/= 9 : 1) ; 
NMR (300 MHz, CDCSa) ^ 7.88-7.69 (m, 6H), 7.51-7.38 (m, 3H), 7.26 (m, IH), 
6.96 (d, J = 7.5 Hz, 0.4H), 6.87 (d, J = 7.2 Hz, 0.6H), 6.70 (s, 0.6H), 6.60-6.56 (m, 
15 1.4H), 4.44 (s, 2H), 4.28 (t, J = 6.0 Hz, 0.8H), 4.20 (t, J = 6.3 Hz, 1.2H), 3.27 (t, J = 
6.0 Hz, 0.8H), 3.22 (t, J = 6.3 Hz, 1.2H), 2.88 (s, 1.2H), 2.87 (s, 1.8H), IHS (t, J = 
7.5 Hz, 2H), 2.25 (t, J = 7.5 Hz, 1.2H), 2.17-2.12 (m, 3.8H)o 

10 (16 8) 

20 N- (3, 4-S^7;i/:rP7ai— ;i/;^;P5tt— ;i/) - 3- (2- (2- {jT-y 
t?V>-2--f ;i/) aih:3pi^) -4- (N'-aih^rt^3b;i/3i^r:;i/-N'-pt 
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T L C : R f 0.48 (^^V> : p^3i5^;b= 1:1) ; 

NMR(300MH2,CDCl3) :<y 7.86-7.68 (m, 6H), 7.53-7.41 (m, 3H), 7.25 (m, IH), 
6.90 (d, J = 7.2 Hz, IH), 6.77-6.63 (m, 2H), 4.39 (s, 2H), 4.34-4.30 (m. 2H), 4.18 (q. 
J = 7.2 Hz. 2H), 3.30-3.26 (m, 2H), 2.82 (brs, 3H), 2.73-2.68 (m. 2H), 2.11-2.07 (m, 
2H), 1.27 (t, J = 7.2Hz, 3H)o 

^#>J 10 (16 9) 

N- (3, 4-i^7;V:^D7:ii-;i/;^;i/;ix-;i.) -3- (2- ( (2E) - 
^-'^^^J^-2-y'u^-j\y:t^Sy) -4- (tf^y— l-^;i/^^ 




T L C : Rf 0.40 (^^V-y : 1:1, 0.5%S^^) ; 

N M R (300 MHz, CaDClj) : 6 9.01 (br, IH), 7.82-7.69 (m, 2H), 7.53 (d, J = 2.1 Hz, 
IH), 7.42-7.17 (m, 7H), 6.92 (d, J = 7.5 Hz, IH), 6.73-6.62 (m, 3H), 6.34 (dt, J = 
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15.9, 5.7 Hz, IH), 6.27 (t, J = 2.1 Hz, IH), 5.28 (s, 2H), 4.63 (dd, J = 5.7, 1.2 Hz, 
2H), 2.86 (t, J = 7.5 Hz, 2H), 2.51 (t, J = 7.5 Hz, 2H)o 

mmmio (no) 

5 N- (3, 4-i^yMuy3i—J]/:^}l/:iz-;v) -3 - (2- (2 - (N*- 




TLC : Rf 0.33 : i^^j::5=-;i/= 1 : l^ 0.5%!^^) ; 

10 N M R (300 MHz, CDCI3) : 6 7.81-7.70 (m, 2H), 7.53 (d, J = 2.1 Hz, IH), 7.39 (d, 
J = 2.1 Hz, IH), 7.31-7.20 (m, 3H), 6.89 (d, J = 7.5 Hz, IH), 6.80-6.70 (m, 3H), 
6.68-6.60 (m, 2H), 6.29 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.10 (t, J = 5.4 Hz, 2H), 
3.75 (t, J = 5.4 Hz, 2H), 2.98 (s, 3H), 2.72 (t, J = 7.5 Hz, 2H), 230 (t, J = 7.5 Hz, 2H)o 

15 mmm i o ( i 7 i ) 

(2E) -N- (3, 4-$^7;i/;e-n7 3i— ;v:^;V/jx-;i/) - 3- (2- (3 
-7 3i-;i/^ntr;i/) -4- (i^^^/— 1 — Y;!/;^^;!/) 7 3i^;i/) - 
2 -:7'n'^>7'^ K 
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TLC : Rf 0.33 (^=3piJ-> : mm:r.^JV= 1:1. 0.5%@^^) ; 

NMR (300MHz,CDCI,) :6 10.6 (br, IH), 8.01-7.89 (m, 2H), 7.73 (d, J = 15.6 
Hz, IH), 7.58 (d. J = 2.1 Hz, IH), 735 (d, J = 2.1 Hz, IH). 7.37-7.25 (m, 3H), 7.23- 
5 7.13 (m, 3H). 7.10-7.00 (m, 2H), 6.71 (m, IH), 6.36 (t, J = 2.1 Hz, IH), 5.69 (d, J = 
15.6 Hz, IH), 5.34 (s, 2H), 2.65-2.55 (m, 4H), 1.76 (m, 2H)o 

^^Jl 0 (17 2) 

N- (3, 4 -5^7;i/;rD7 3i-;i/;;^;i/jJ>~;i/) -3- (2- (a-:?^;- 
10 ;v:s:.h^-» -4- ( 3 -S^T^ 7 :3p$^^5^;i/) :7:n-;i/) yuj^^y 



T L C : R f 0.52 C^^^-y-V : S^^a:^;i/= 1:1); 
NMR (300 MHz, CDCl,) : 6 7.83-7.76 (m, 2H), 7.41-7.25 (m. 8H), 7.20-7.18 (m, 
15 2H), 6.97 (d, J = 7.5 Hz, IH), 6.89 (brs, IH), 6.82 (d, J = 7.5 Hz, IH), 5.01 (s, 2H), 
4.28 (t, J = 6.3 Hz, 2H), 3.13 (t, J = 6.3 Hz, 2H), 2.76 (t, J = 7.5 Hz, 2H), 2.20 (t, J = 
7.5 Hz, 2H)o 
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mrnmio (173) 

N-^>$^;i/-N-t KD^S/-3 - (2- (2- (:h7^57l/>-2— r;V) 



TLC : Rf 0.45 (^UUTf^JVA : ^^5^^— ;V=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.80-7.65 (m, 4H), 7.55 (s, IH). 7.50-7.20 (m, 8H), 
7.08 (d, J = 7.5 Hz, IH), 6.91 (m, IH), 6.71 (d, J = 6.6 Hz, IH), 6.66 (s, IH), 6.27 
10 (dd, J = 2.1, 2.1 Hz, IH), 5.25 (s, 2H), 4.14 (m, 4H), 3.17 (m, 2H), 2.93 (s, 2H), 2.39 
(m,2H)o 

^#11 Q (174) 

N- (3, 4-s^:7;i/:*-n7:ii— ;v) - 3- (2- (2- 
15 i5'l/>-2-'j';V) Jih^i^) -4- ;i/-2— f;i'T^yp<5=-;i/) 



5 



o 
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TLC : Rf 0.50 (^^t>-> : mm^^J]y= 1 : 2^ 0.5%!^®) ; 

NMR (300 MHz, CDCI3) : 6 7.89-7.65 (m, 6H), 7.53-7.46 (m, 2H), 7.40 (dd, J = 
. 8.4, 1.5 Hz. IH), 7.28-7.18 (m, IH), 7.11 (d, J = 3.6 Hz, IH), 6.91 (d, J = 7.5 Hz, IH), 
5 6.86 (bs, IH), 6.76 (d, J = 7.5 Hz, IH). 6.50 (d, J = 3.6 Hz, IH), 4.41 (s, 2H), 4.31 (t, 
J = 6.6 Hz, 2H), 3.25 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.2 Hz. 2H), 2.08 (t, J = 7.2 Hz, 
2H)o 

10 (17 5) 

10 N- (3, 4-t^7JV:^u-:7 -3- (2- (2- i±y 




TLC : Rf 0.75 i^^V-> : B^K3i^;i/= 1 : 1) , 

15 mmm i o ( i 7 e ) 

N- (3, 4-t^Z7J]/:tn'7 :xL-j]/:^jV:^-)]y) - 3- (2- (2- 

^ix>-2 — r;i/) j^h'^t^) -4- (ifUi^>-2 — r;i/;r=^5/) 
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T L C : R f 0.50 (^^i^-^ : B^^3i5^;i/= 1 : 1 ) o 

5 ^^JIO (17 7) 

N- (3, 4-i^7;i/:?rD7ai— -5- (2- (2- (rf-y 




10 [7 

TLC : Rf 0.50 (^Dn7f:;VA : p^iJ'y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCQ : 7.90-7.74 (m, 3H), 7.72-7.63 (m, 3H). 7.58-7.38 (m, 
6H), 6.95 (d, J = 7.8 Hz, IH), 6.72-6.66 (m, 2H), 6.28 (dd, J = 2.1, 1.8 Hz, IH), 5.29 
(s, 2H), 4.25 (t, J = 6.6 Hz, 2H), 3.22 (t, J = 6.6 Hz, 2H), 2.40 (t, J = 7.2 Hz, 2H), 
15 1.63 (t, J = 7.2 Hz, 2H), 1.35-1.18 (m, 4H)o 

TLC : Rf 0.64 (^7nnj^;VA : ;i/= 1 0 : 1) o 
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mmm i o ( i 7 a ) 

(2E) -N- (3, 4-i?7;i/;4-D7ai-;i/:;^;V3}^-;i/) -3 - (2 - (t: 
;v- 1 -3- (2- i±-:7^u>-2--(jv) 31 




TLC : Rf 0.52 (^DD;i^;i/A : ^^^y— ;i/= 10:1) ; 
NMR (300MHz,DMSO-d«) :S 8.01 (m, IH), 7.95-7.65 (m, 7H), 7.54-7.37 (m, 
10 6HX 6.62 (d, J = 15.6 Hz, IH), 6.16 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.22 (t, J = 6.6 
Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H)o 

TLC : Rf 0.57 (^DD/^;i/A : pi^J/y— ;i/= 10: 1) o 

15 mmm i o (179) 

(2E) -N- (3, 4-^-7;)/:tU^ 3:.—)VXJV:^—)V) -3- (4- (t^ 

^v^— ;i/-l — f;i/^5^;i/) -3- (2- (±7^ 2 — f 1>=^ 
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TLC : Rf 0.52 (^Dn*;i/A : ;i/= 10:1) ; 

NMR (300 MHz, CDQ,) : 6 7.94-7.66 (m, 7H), 7.54-7.23 (m, 5H), 7.11 (m, IH), 
7.05 (s, IH), 6.17 (t, J = 2.1 Hz, IH), 5.86 (d, J = 15.3 Hz, IH), 4.96 (s, 2H), 4.16 (t, 
J = 6.6 Hz, 2H), 3.18 (t, J = 6.6 Hz, 2H)o 

mmmio (i 8 o) 

N- (3, 4-i^7;b:;a-n:7 3i::^;i/;^;i/;}^::^;U) - 3- (2 - (2- (4- 

;i/t!^^i^>- 1 — r;i/) a^h=^s/) -4- (if^y— ;i/-i — f;i/ 



Pop 




TLC : Rf 0.58 (B^m:ng=-;i/ : ^^y— ;i/=5 : 1) » 
TLC : Rf 0.40 (^UU^Jl^A : ;i/= 1 0 : 1) o 

^^ilQ (181) 

N- (3, 4-$^7;^5^D7 3i— ;W -3 - (2 - (2- (4- 

73:-;V-l, 2, 3, 6-7^h^t KDlfUi^>- l--f;i/) 
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[7 

TLC : Rf 0.66 iWm^i^'^J]/ : ^ ^ 5 : 1) o 
5 TLC : Rf 0.37 (i?DD7jK;i/A : ;^^^—)]/= 10: Do 

mmm 10 (is 2) 

N- (3, 4-S^7;i/:tD7 3i^;i/>^;V>tc-;i/) -3- (2- (2- (4- 
7i-;i/if^U$;>- 1 — f oih^E^i^) -4- (i^^\/-;i/-l — r;!/ 
10 ^5^;i/) :7 3i^;i/) :7°n>'^>T^ K 




TLC : Rf 0.67 mM^^JV : Tt^S^^— ;i/=5 : 1) o 
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10 (18 3) 

N- (3, 4-5?7;i/:^D7ai-;i^;^;i/:;fc-;i/) -4- (2- (2-7i- 



TL C : Rf 0.70 (^DD:^;!/^ : ;i/= 10:1) ; 

N MR (300 MHz, CDClg) : 6 7. 96-1 m (m, 2H), 7.42-7.14 (m, lOH), 7.03 (d, J = 
7.2 Hz, IH), 6.94-6.85 (m, 2H), 5.01 (s, 2H), 4.23 (t, J = 6.5 Hz, 2H), 3.10 (t, J = 6.5 
Hz, 2H), 2.55 (t, J = 7.0 Hz, 2H), 1.97 (t, J = 7.0 Hz, 2H), 1.80-1.64 (m, 2H)o 

10 

mmmiQ (i 8 4) 

N- (3, 4-i?7;V:*-D7a:— ;i/X;i/>J%r:;p) -4- (2- (2- (:h7 
^l/>'-2-'f;i/) 3ihdp$/) -4- (3-5/T>'7iy^rt^P?5^;i/) 7ji 



5 
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TLC : Rf 0.84 (^j7nD3}t;i/A : ^iS'y— ;v= 1 0 : 1) ; 
NMR (300 MHz, CDCI3) : (5 7.92-7.70 (m, 4H), 7.55-7.14 (m. lOH), 7.01 (d, J = 
7.5 Hz, IH). 6.94-6.84 (m, 2H), 5.00 (s, 2H), 4.31 (t, J = 6.3 Hz, 2H), 3.26 (t, J = 6.3 
Hz, 2H), 2.49 (t, J = 7.2 Hz, 2H), 1.81 (t, J = 7.2 Hz, 2H), 1.74-1.50 (m, 2H)o 

TLC : Rf 0.74 (^DD;}^;i/A : ;<^5'y— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-d,) :6 7.90-7.78 (m, 5H), 7.68 (m, IH), 7.62-7.30 (m, 
8HX 7.05 (s, IH), 7.02 (d, J = 7.5 Hz, IH), 6.91 (d, J = 7.5 Hz, IH), 5.09 (s, 2H), 
4.25 (m, 2H), 3.20 (m, 2H), 2.40 (m, 2H), 2.02 (m, 2H), 1.59 (m, 2H) o 

fiaS^J 10 (18 5) 

N- (3, 4-i^7;V;^-D7 3ir:;i/:^;i/7|x-;i/) -3 - (2- (5-701^ 
;i/^>5^;i/:^^^$^) -4- (i^^y— 1-- f;i/p<5=';p) 7ai^;u) yu 
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TLC : Rf 0.63 i^XJUn-^JVA : ^^y— ;V= 10: 1) o 

mmm i o ( i s 6 ) 

5 N- (3, 4-t^y)V:tU'7 :ci—)]/:7.;]/n--=.)]y) - 3- (2- (6-7ai:n 




TLC : Rf 0.61 i^UU-^)VA : ;i/= 1 0 : 1) o 

10 

10 (18 7) 

N- (3, 4-S^7;i/:^n7 a:-;i/:;^;i/7^-;i/) - 3- (2- (2- 
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TLC : Rf 0.52 (^nD7it;i/A : ;v= 1 0 : 1) o 

10 (18 8) 

5 N- (3, 4-S>7;i/:rn:7xrz;i/;^;i/3|xri;i/) -2- (2- (2- 

^i/>-2->f;i/) 3ih=5p^) -4- (i^^y— 1— r;v^^;p) 




10 TLC : Rf 0.40 (^nD3jx;i/A : pt^^y— ;V= 1 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.93-7.71 (m, 6H), 7.57-7.36 (m, 5H), 7.25 (m, IH), 
6.89-6.74 (m, 3H), 6.29 (t, J = 2.3 Hz, IHX 5.24 (s, 2H), 4.46 (s, 2H), 435 (t, J = 7.2 
Hz, 2H), 3.35 (t, J = 7.2 Hz, 2H)o 

15 TLC : Rf 0.45 i'!7UU:^JVA : J—y\/= 1 0 : 1) o 



653 



wo 03/016254 



PCT/JP02/08120 



I^^J 10 (18 9) 

N- (3, 4-$^7;1/:?|-D7jq^;1/X;1/*— -3- (2- (2- (tf^ 
^/-;i/-l--f;i/) ach^>» -4- l-^;i/p?5^;i/) :7:n 




TLC : Rf 0.40 (i^nD*;uA : ^^^—)l=9 : 1) ; 

N M R (300 MHz, CDO^) : 6 7.90-7.80 (m, 2H), 7.56 (d, J = 2.1 Hz, IH), 7.53 (d, 
J = 2.1 Hz, IH), 7.48 (d, J = 2.1 Hz, IH), 7.38 (d, J = 2.1 Hz, IH), 733-7.24 (m, IH), 
6.99 (d, J = 7.5 Hz, IH), 6.69 (d, J = 7.5 Hz, IH), 6.56 (s, IH), 6.35 (t, J = 2.1 Hz, 
IH), 6.27 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.59 (t, J = 4.2 Hz, 2H), 4.23 (t, J = 4.2 Hz, 
2H), 2.83-2.77 (m, 2H), 2.43-2.38 (m, 2H)o 

^gfe^l 0 (19 0) 

N- (3, 4-:y7;V:^D73iz:;i/;^;i/7jxr:;v) -3- (2- (2- (2- 
^5^;V'f ^^y— 1— f;i/) jih^^i^') -4- (if^y— ;i/-i->f;i/ 




654 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.30 (i7Dn7iN;i/A : pt^y— ;i/=4 : 1) ; 
N MR (300 MHz, CDClg) : S 7.97-7.84 (m, 2H), 7.53 (d, J = 2.1 Hz, IH), 7.38 (d, 
J = 2.1 Hz, IH), 7.28-7.19 (m, IH), 7.06-6.97 (m, 3H), 6.73 (d, J = 7.8 Hz, IH), 6.58 
(s, IH), 6.28 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.32 (t, J = 5.1 Hz, 2H), 4.14 (t, J = 5.1 
5 Hz, 2H), 2.64 (t, J = 8.4 Hz, 2H), 2.52 (s, 3H), 1.86 (t, J = 8.4 Hz, 2H)o 

^^JIO (19 1) 

N- (3, 4-py?]y:tU-7j^~?\y7.?V7i-^—J\/) -2- (2- (2- (i-y 

^u>-2-^jv) 3^h=3p5^) -4- (i^^y— i--r;i/p<5=-;i/) 

10 \/-f;V7'^y) hT"^ K 



TLC : Rf 0.30 (^^DD7jN;i/A : ^iS'^— ;i/=4 : 1) ; 
NMR (300 MHz, DMSO-d«) : 6 8.38-8.35 (m, IH), 7.92-7.71 (m, 8H), 7.52-7.43 
(m, 5H), 7.05 (s, IH), 6.74 (d, J = 8.1 Hz, IH), 6.26 (t, J = 2.1 Hz, IHX 5.33 (s, 2H), 
15 4.37 (t, J = 6.6 Hz, 2H), 3.76 (d, J = 4.5 Hz, 2H), 333-3.29 (m, 2H)o 

mmm i o ( i 9 2 ) 

N- (3, 4-2^7;V2^-D7rc-;^::^;^Ji^-;^) -3- (2- (2- (N- 
:i^^;v-N-:7iiizi;i/:r^y) jih:^pi/) -4- (i^^V— 1 — f;i/;>{ 
20 ^;i/) T'DyivT^ K 
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pop 



T L C : R f 0.32 D D7^;i/A : —)V= 19:1) ; 

NMR (300 MHz, CDCI3) : 6 7.82-7.70 (m, 2H), 7.54 (d, J = 1.8 Hz, IH), 7.38 (d, 
J = 2.1 Hz, IH), 7.32-7.20 (m, 3H), 6.92 (d, J = 7.5 Hz, IH), 6.78-6.63 (m, 5H), 6.28 
5 (dd, J = 2.1, 1.8 Hz, IH), 5.24 (s, 2H), 4.10 (t, J = 5.7 Hz, 2H), 3.71 (t, J = 5.7 Hz, 
2H), 3.42 (q, J = 6.9 Hz, 2H), 2.77 (t, J = 7.5 Hz, 2H), 2.35 (t, J = 7.5 Hz, 2H), 1.16 (t, 
J = 6.9Hz,3H)o 

ilffilglll 0 (19 3) 
10 N- (3, 4-i^yj]^:tU'7 3i-J]/:^)V^—)]/) -3- (2- (2- (N- 
(2-t KD^i/ai5=-;i/) -N-^air::;!/^^^) J^h^S^-) -4- (If^ 



TLC : Rf 0.41 (^^0 05^;!/^ : pi^^'— ;i/=9 : 1) ; 
15 NMR (300 MHz, CDCQ : 6 7.86-7.74 (m, 2H), 7.53 (d, J = 2.1 Hz, IH), 737 (d, 
J = 2.4 Hz, IH), 7.32-7.24 (m. 3H), 6.96 (d, J = 7.8 Hz, IH), 6.87-6.80 (m, 3H), 
6.71-6.64 (m, 2H), 6.27 (dd, J = 2.4, 2.1 Hz, IH), 5.22 (s, 2H), 4.18 (1, J = 4.5 Hz, 
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2H), 3.95 (t, J = 4.8 Hz, 2H), 3.80 (t, J = 4.5 Hz, 2H), 3.64 (t, J = 4.8 Hz, 2H), 2.83 (t, 
J = 7.5 Hz, 2H> 236 (t, J = 7.5 Hz, 2H)o 

10 (19 4) 

5 N- (3, 4-i^7;i/;rD7ai^;i';^;i/;it— - 3- (2- (3- (N- 

pop 



TLC : Rf 0.30 (^DD5^;i/A : T^t^^^— ;V= 19:1) ; 
10 N M R (300 MHz, CDCI3) : 6 7.82-7.68 (m. 2HX 7.54 (d, J = 1.8 Hz, IH), 7.40 (d, 
J = 1.8 Hz, IH), 7.30-7.16 (m, 3H), 6.93 (d, J = 8.1 Hz, IH), 6.74-6.60 (m, 5H), 6.29 
(dd, J = 1.8, 1.8 Hz, IH), 5.25 (s, 2H), 3.97 (t, J = 6.0 Hz, 2H), 3.48 (t, J = 6.9 Hz, 
2H), 2.92 (s, 3H), 2.87 (t, J = 7.2 Hz, 2H), 2.51 (t, J = 7.2 Hz, 2H), 2.05 (m, 2H)o 

15 mmm i o ( 1 9 5 ) 

N- (3, 4-S^:7;i/:^-D7 3i— ;i/) -3- (2- (2- (:^7 
^v>-2->f;i/) 3ih:^s/) -4- (i-t Kndp$/-i-p«5=-;i/a^^;w) 
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TLC : Rf 0.58 (^oo;^;i/A : 1 0 : 1) o 

mm 10 (19 6) 

5 N- (3, 4-S^7;i/;^D7 3in;i/;^;i/^-;i/) -3- (2- (2- {±y 

^u>-2 — f;i/) 31 h=^^') -4- (b:^^/— ;i/-i--f;i/^5^;i/) yx. 




10 T L C : R f 0.78 (^^ DD3i^;VA : ^i^y—JV : mWt= 1 8 : 1 : 1 ) o 

TLC : Rf 0.17 i^aut^JlA : pi^y~;i/= 10:1) ; 
N M R (300 MHz, DMSO-dj) : 6 7.94-7.76 (m, 5H), 7.69 (m, IH), 7.63-738 (m, 
6H), 7.31(d, J = 8.1 Hz, IH), 6.91 (s, IH), 6.66 (d, J = 7.5 Hz, IH), 6.27 (t, J = 2.1 
15 Hz, IH), 531 (s, 2H), 4.21 (m, 2H), 3.19 (m, 2H) „ 

^^Jl 0 (19 7) 
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N-7air:;Vy^;V4^— ;i/-3- (2- ( (3 1 -7ai— ;i/r5^;v) 




TLC : Rf 0.55 i^uxJ^)VA : ^^y— ;i/= 10:1) ; 
5 NMR (300 MHz, CDCI3) : 6 7.88 (dd, J = 7.8, 1.8 Hz, 2H), 7.55 (m, IH), 
7.45-7.30 (m, IIH), 7.13 (d, J = 7.8 Hz, IH), 7.03-6.96 (m, 3H), 6.26 (d, J = 8.4 Hz, 
IH), 5.27 (dt, J = 8.4, 8.4 Hz, IH), 5.02 (s. 2H), 2.96-2.75 (m, 2H), 2.50 (dt, J = 1.8, 
8.1 Hz, 2H), 1.90-1.55 (m, 3H), 1.02 (d, J = 6.6 Hz, 3H), 1.01 (d, J = 6.6 Hz, 3H)o 

10 mmm i o ( i 9 8 ) 

N- (3, 4-$^7;i/:4-n7 3i^;i/x;i/*-;i/) -a- (2- (2-tKn 

:2|re/-2- (±yi^'ly>-2—()l) 3uh^^) -4- (3-^:P>'7ai>' 




15 TLC : Rf 0.41 (^^r-y-> : B^m3i5";V= 1 : 1, 0.5%^®) ; 

NMR (300MHz; CDCI3) : d 7.98-7.86 (m, 4H), 7.82-7.72 (m, 2H). 7.60-7.52 (m, 
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3H), 7.36 (m, IH), 730-7.14 (m, 4H), 7.06 (d, J = 8.1 Hz, IH), 6.90-6.84 (m, 2H), 
5.46 (dd, J = 8.7, 3.0 Hz, IH), 4.98 (s, 2H), 4.30 (dd, J = 9.9, 3.0 Hz, IH), 4.19 (dd, J 
= 9.9, 8.7 Hz, IH), 3.05-2.80 (m, 2H), 2.70-2.45 (m, 2H)o 

5 mmmio (19Q) 

N- (3, 4 -VZ7;)/:tuy j^zL)l,X)\/7ts—;V) -3- (2- (2 - (3- 




10 TLC : Rf 0.40 (^DD5^;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, CDCO : 6 7.75-7.69 (m, 2H), 7.55 (d, J = 2.1 Hz, IH), 7.40 (d, 
J = 2.1 Hz, IH), 7.30-7.23 (m, 2H), 6.94-6.80 (m, 4H), 6.67-6.62 (m, 2H), 6.29 (t, J = 
2.1 Hz, IH), 5.26 (s, 2H), 4.21 (t, J = 6.0 Hz, 2H), 3.89-3.86 (m, 4H), 3.21-3.18 (m, 
4H), 3.05 (t, J = 6.0 Hz, 2H), 2.69 (t, J = 7.5 Hz, 2H), 2.20 (t, J = 7.5 Hz, 2H)o 

15 

^glJlO (2 0 0) 

N- (3, 4-i^7;i/^n:7i-;i/;j^;V;^-;L') -3- (2- (5-7ain 
;i/^>5^;v) -4- (H^v^— — f;Vpt5=-;i/) 7ai^:i;i/) T'n^'^^r 
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T L C : R f 0.60 (n-^^V-> : mm^^J\^= 1:2) ; 
N M R (300 MHz. CDCI3) : 6 9.12 (brs, IH), 7.88-7.78 (m, 2H), 7.53 (d, J = 2.1 
Hz, IH), 7.43 (d, J = 2.1 Hz, IH), 733-7.25 (m, 3H), 7.20-7.15 (m, 3H), 6.96 (s, IH), 
5 6.82 (s, 2H), 6.30 (t, J = 2.1 Hz, IH), 5.26 (s, 2H), 2.80 (t, J = 7.8 Hz, 2H), 2.59 (t, J 
= 7.8 Hz, 2H), 2.43 (t, J = 7.8 Hz, 2H), 2.33 (t, J = 7.8 Hx, 2H), 1.65-1.56 (m, 2H), 
1.54-1.44 (m, 2H), 1.39-1.31 (m, 2H)o 

^:&a^J 10 (201) 
10 N- (3, 4-s?7;l':^-^7aL-;^::^;^/i^-;l/) -3- (2- (5-7ai— 
1 ;!/) -4- (tf^y— ;i/-l — r;M^;i/) 731— ;v) 7° 




TLC : Rf 0.60 {n'-^^V> : mWt:i^^JV= 1 : 2) ; 
15 NMR (300 MHz, CDO^) : 6 8.82 (brs, IH), 7.85-7.75 (m, 2H), 734 (d, J = 2.1 
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Hz, IH), 7.43 (d, J = 2.1 Hz, IH), 7.32-7.18 (m, 7H), 6.85 (s, 2H), 6.42 (d, J = 15.6 
Hz; IH), 6.30 (t, J = 2.1 Hz, IH), 6.05 (dt, J = 15.6, 6.9 Hz, IH), 5.27 (s, 2H), 2.86 (t, 
J = 7.8 Hz, 2H), 2.65 (t, J = 7.8 Hz, 2H), 2.36 (t, J = 7.8 Hz, 2H), 2.25-2.18 (m, 2H), 
1.83-1.72 (m, 2H)o 

mmmio (202) 

N- (3, 4-i^y}]/:^t2y:'^—)V:7.)\/7iK:=.)U) -3- (2- iS-ys^— 

1 -^>5^-;i/) -4- — f;i/p<5^;i^) 71— ;i/) r 



10 




T L C : R f 0.60 : @^^ji^;i/= 1:2) ; 

N M R (300 MHz, CDO,) : 6 8.41 (bra, IH), 7.84-7.71 (m. 2H), 7.55 (d, J = 2.1 
Hz, IH), 7.41 (d, J = 2.1 Hz, IH), 7 J3-7.18 (m, 7HX 6.96-6.95 (m. 2H), 6.30 (t, J = 
2.1 Hz, IH), 5.24 (s, 2H), 3.01 (t, J = 7.2 Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 2.56 (t, J 
15 = 7.2 Hz, 2H), 2.42 (t, J = 7.2 Hz, 2H), 1.95-1.85 (m, 2H)o 



mmm 10 (203) 

N- (3, 4 -S^7;^3^D7I— ;i/::^;i/7^-;i/) -3 - (2- 

1— r;b) -4- (tf^^r— 1 — f;i/^5^;i/) 701^ 
20 ;i/) yu^^>T^ K 
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T L C : R f 0.60 (if ; 

NMR (300 MHz, CDCI3) : 6 7.69-7.61 (m, 2H), 7.54 (d, J = 2.1 Hz, IH), 7.42 (s, 
6H), 7,25-7.16 (m, IH), 7.02 (d, J = 8.1 Hz, IH), 6.91 (s, IH), 6.83 (d, J = 8.1 Hz, 
5 IH), 6.30 (t, J = 2.1 Hz, IH), 5.27 (s, 2H), 3.87 (m, 2H), 3.56 (m, 2H), 2.92-2.84 (m, 
6H), 2.59 (t, J = 7.2 Hz, 2H)o 

rnmmio (204) 

N- (3, 4-S^7;i/;^D7ir:;i/;^;i/;Jx-;i/) -2- (1- (1- (±-7 



TLC : Rf 0.71 (@^^3i5^;i/ : ^^J^y— ;i/= 9 : 1) ; 

NMR (300 MHz, CDCQ ^ 8-62 (d, J = 8.1 Hz, IH), 8.19 (d, J = 8.7 Hz, IH), 

7.95 (d, J = 8.1 Hz, IHX 7.80 (m, 1H> 7.72-7.58 (m, 4H), 7.46-7.35 (m, 3H), 7.21 (d. 
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J = 7.5 Hz, IH). 7.19 (d, J = 7.2 Hz, IH), 7.11 (d, J = 7.5 Hz, IH), 7.05 (s, IH), 5.16 
(q, J = 6.6 Hz, IH), 3.40 (s, 2H), 1.75 (d, J = 6.6 Hz, 3H)o 

mmmio (20 5) 

5 N- (3, 4-Vy)]/:^X2y3i—j\/X)]/-^—?V) -2- (2-^^;i/-l- 




TLC : Rf 0.77 (iS^^3^5^;V : ^^y— ;i/=9 : 1) ; 
10 NMR (300MHz,CDCa3) : <5 8.01 (d, J = 7.5 Hz, IH), 7.92 (d, J = 8.1 Hz, IH), 
7.82-7.77 (m, 2H), 7.74-7.52 (m, 4H), 7.47 (d, J = 6.0 Hz, IH), 7.40 (dd, J = 7.8, 7.8 
Hz, IH), 7.24-7.06 (m, 4H), 5.38 (q, J = 6.9 Hz, IH), 3.57 (s, 2H), 2.41 (s, 3H), 1.81 
(d, J = 6.9 Hz, 3H)o 

15 ^^JIO (2 0 6) 

N- (3, 4-i^7;i<';ro7i— ;v:^;V5^— ;^) -3- (l - (l - (i-:^ 
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T L C : R f 0.87 : ^ ^J—)]y= 8:1); 

N M R (300 MHz, CDCI3) : 6 8.58 (d, J = 8.4 Hz, IH), 8.21 (d, J = 7.8 Hz, IH), 
7.94 (d, J = 9.0 Hz, IH), 7.84-7.64 (m, 4H), 7.59 (dd, J = 7.5, 7.5 Hz, IH), 7.42-7.17 
5 (m, 6H), 6.89 (s, IH), 5.11 (q, J = 6.6 Hz, IH), 2.72 (m, 2H), 2.30 (m, 2H), 1.73 (d, J 
= 6.6Hz,3H)o 

1 0 (2 0 7) 

N- (3, 4-s^y;\^:tuy3i=.j]/x;)/^—;v) -3- (2- ( (3->^9- 




T L C : R f 0.45 (n-^=^-th> : B^^a:5^;w= 1:2) ; 
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NMR (300 MHz, CDQa) :6 7.68-7.60 (m, 2H), 7.44-7.08 (m, 9H), 6.30 (d, J = 
9.3 Hz, IH), 5.27 (m, IH), 4.42 (s, 2H), 3.44 (s, 3H), 3.00-2.76 (m, 2H), 2.64-2.48 
(m, 2H), 1.92-1.70 (m, 3H), 1.02 (d, J = 6.6 Hz, 3H), 1.01 (d, J = 6.6 Hz, 3H) o 

5 mmmi o (2 o 8) 

N- (3, 4-i?7;i/;rP7 3i~;i.;^;i/7t^-;i/) -3- (2- ( (3-p«5=- 



10 TLC : Rf 0.30 (n-^=^-9-> : i^^3i5=-;v= 1 : 2) o 
^^JIO (2 0 9) 

N- (3, 4-s^7;i/:4-n7ai— ;v) -3- (2- ( (3-^5=- 
1 :^;wa*^-Y;1/) -4- (N-;^5^;i/-N-^5^;i/ 
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TLC : Rf 0.30 (n-^^^> : mM:^^)V= 1 : 2) o 

mmmio (210) 

N- (3, 4-S^:7;l'5^D7al-;l/::^;l/7^^— -3- (2- ( {3-^^ 
7 31— ;v) y]2P^>T^ K 




TLC : Rf 0.60 (n-^W> : I^^J:5=-;i/= 1 : 2) o 
Hjifi^J 10 (211) 

N- (3, 4-i?7;l/3^o73l— - 3- (4-i^7>'-2- 

667 



wo 03/016254 PCT/JP02/08120 




TLC : Rf 0.54 (n-^^V-> :mk:^^JV=l : 2) ; 
N M R (300 MHz, CDCI3) : 6 7.84-7.70 (m, 2H), 7.64 (d, J = 1.8 Hz, IH), 7.59 (dd, 
5 J = 7.8, 1.8 Hz, IH), 7.46-7.20 (m, 7H), 6.34 (d, J = 7.8 Hz, IH), 5.23 (m, IH), 3.02- 
2.80 (m, 2H), 2^1 (t, J = 7.4 Hz, 2H), 1.92-1.46 (m, 3H), 1.03 (d, J = 5.9 Hz, 3H), 
1.01(d,J = 5.9Hz,3H)o 

10 (212) 

10 N- (3, 4-S^7;i/:^-D7ai— -3- (2- ( (3-^5^ 
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TLC : Rf 0.49 i^nu:^)lA : j^^^—J]/- 10:1) ; 
N MR (300 MHz, DMSO-d,) : 6 12.30 (brs, IH), 8.88 (d, J = 8.4 Hz, IH), 7.94 (m, 
IH), 7.80-7.68 (m, 2H), 7.33-7.19 (m, 7H), 7.08 (d, J = 2.1 Hz, IH), 4.98 (no, IH), 
3.75 (quint, J = 6.9 Hz, IH), 2.76-2.71 (m, 2H), 2.54-2.49 (m, 2H), 1.75-138 (m, 
5 3H), 1.41 (d, J = 6.9 Hz, 6H), 0.87-0.83 (m, 6H)o 

mmmio (213) 

N- (3 -:7;i/:rn7ai— ;i/) -3 - (2- (2- (3-pih:^ 
$/7 3ir:;v:jb;i/5jf-;i/:7'^y) aih^S^) -4- (l^^^/— 1 --f 
10 ^;i') 7 a:— ;i/) ra/'?>7^ K 



TLC : Rf 0.43 (tJ7 n D5i%;i/A : ^iS'y— ;V= 10:1) ; 
N MR (300 MHz, DMSO-d,) : 6 8.62 (t, J = 5.4 Hz, IH), 7.77 (d, J = 2.1 Hz, IH). 
7.72-7.53 (m, 4H), 7.45-7.30 (m, 4H), 7.07 (m, IH), 6.86 (d, J = 8.1 Hz, IH), 6.85 (s, 
15 IH), 6.56 (d, J = 8.1 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.22 (s, 2H), 4.06-3.97 (m, 

2H), 3.78 (s, 3H), 3.65-3.56 (m, 2H), 2.66 (t, J = 7.2 Hz, 2H), 2.46 (t, J = 7.2 Hz, 2H)o 

^^110 (2 14) 

N- (4-7;i/:^D7 3^^;v;^;i/5}^^;i') -3- (2- (2- (3-pth^ 
20 ^I'T^^y') 3ih=3E^$^) -4- (if^V— ;v-l — r;vp< 
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TLC : Rf 0.44 (^7an;J^;i/A : ;i/= 1 0 : 1) ; 

N M R (300 MHz, DMSO-cU) : 6 8.62 (t, J = 5.4 Hz, IH), 7.96-7.87 (m, 2H), 7,77 
5 (d, J = 2.1 Hz, IH), 7.47-7.30 (m, 6H), 7.07 (m, IH), 6.86 (d, J = 7.8 Hz, IH), 6.84 (s, 
IH), 6.56 (d, J = 7.8 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.02 (t, J = 5.7 
Hzi 2H), 3.78 (s, 3H), 3.65-3.56 (m, 2H), 2.65 (t, J = 7.2 Hz, 2H), 2.44 (t, J = 7,2 Hz, 
2H)o 

10 mmm i o (215) 

N- (4-p<5^;i'7:tri;v;;^;i/7j^— ;b) 
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TLC : Rf 0.44 (^Dn:4^;i/A : ^^5^^— ;i/= 10:1) ; 
N M R (300 MHz, DMSO-d«) : d 8.62 (t, J = 5.7 Hz, IH), 7.77 (d, J = 2.1 Hz, IH), 
7.72 (d, J = 8.1 Hz, 2H), 7.47-7.31 (m, 6H), 7.07 (m, IH), 6.86 (s, IH), 6.84 (d, J = 
7.2 Hz, IH), 6.55 (d, J = 7.2 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.01 (t, J 
5 = 5.4 Hz, 2H), 3.78 (s, 3H), 3.64-3.55 (m, 2H), 2.64 (t, J = 7.5 Hz, 2H), 2.44 (t, J = 
7.5 Hz, 2H), 2.38 (s, 3H)o 

mmmi o (2 1 6) 

N- (3-^hD7ai— ;i/;;^;i/7^-;i/) -3- (2- (2- (3-^h=^i^ 
10 :7 3in;v;b;i/Ji^— ;}/T^>') Jih=a!^^) -4- (tf^\/— 1 f 




TLC : Rf 0.43 {^aUTi^JVA : ^^y'— ;V= 10:1) ; 
NMR (300 MHz, DMSO-d«) :6 8.61 (t, J = 5.4 Hz, IH), 8.57 (s, IH), 8.52 (d, J 
15 = 7,8 Hz, IH), 8.25 (d, J = 7.8 Hz, IH), 7.89 (t, J = 7.8 Hz, IH), 7.76 (d, J = 2.1 Hz, 
IH), 7.45-7.28 (m, 4H), 7.07 (m, IH), 6.85 (d, J = 8.4 Hz, IH), 6.84 (s, IH), 6.53 (d, 
J = 8.4 Hz, IH), 6.23 (t, J = 2.1 Hz, IH), 5.21 (s, 2HX 4.01 (t, J = 5.7 Hz, 2H), 3.77 (s, 
3H), 3.64-3.54 (m, 2H), 2.65 (t, J = 7.2 Hz, 2H), 2.46 (t, J = 7.2 Hz, 2H)o 

20 ^^Jl 0 (2 17) 
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N_ (3-$</:7'y 73:— ;v>^;i/3i^-;v) -3- (2- (2- {s-^h^i^ 



5 TLC : Rf 0.43 (^^nD^;vA : ^j^^y'— ;v= 1 0 : 1) ; 

NM R (300 MHz, DMSO-d^) : d 8.62 (t, J = 5.4 Hz, IH), 8.25 (s, IH), 8.17 (d, J 
= 8.1 Hz, IH), 8.13 (d, J = 8.1 Hz, IH), 7.80 (t, J = 8.1Hz, IH), 7.76 (d, J = 2.1 Hz, 
IH), 7.77 (d, J = 2.1 Hz, IH), 7.46-730 (m, 4H), 7.07 (m, IH), 6.85 (d, J = 7.8 Hz, 
IH), 6.84 (s, IH), 6.56 (d, J = 7.8 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.02 
10 (t, J = 5.4 Hz, 2H), 3.78 (s, 3H), 3.66-3.56 (m, 2H), 2.65 (t, J = 6.9 Hz, 2H), 2.45 (t, J 
= 7.2Hz,2H)o 

10 (218) 

N- (3-p«5^;i/:7:n:n;i/X;i/:^^;i/) -3- (2- (2- (S-^h^^PS^ 

15 7 ^ ) h - 4 - ( If ^ 1 5^ 
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TLC : Rf 0.43 i^Utiyi^)VA : 10:1) ; 

NMR (300 MHz, DMSO-d«) : S 8.62 (t, J = 5.4 Hz, IH), 7.77 (d, J = 2.1 Hz, IH), 
7.69-7.60 (m, 2H), 7.52-7.30 (m, 6H), 7.07 (m, IH), 6.86 (d, J = 7.8 Hz, IH), 6.85 (s, 
5 IH), 6.56 (d, J = 7.8 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.22 (s, 2H), 4.02 (t, J = 5.7 
Hz, 2H), 3.78 (s, 3H), 3.65-3.55 (m, 2H), 2.65 (t, J = 7.2 Hz, 2H), 2.43 (t, J = 7.2 Hz, 
2H),2.37(s,3H)« 

II^^Jl 0 (2 19) 
10 N- (3-p« h^i/7a^^;v;:^;V7iN-;v) -3- (2- (2- (3-^h=^ 

;i/7'^y) oih^ri/) -4- (ir^y— ;i/-i — r;i/-?« 




TLC : Rf 0.44 (t^DD5}^;VA : 10:1) ; 

15 NMR (300 MHz, DMSO-dj) : 6 8.63 (t, J = 5.4 Hz, IH), 7.77 (d, J = 2.1 Hz, IH). 
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7.53-7.23 (m, 9H), 7.07 (m, IH), 6.86 (d, J = 7.8 Hz, IH), 6.85 (s, IH), 6.56 (d, J = 
7.8 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.02 (t, J = 5.7 Hz, 2H), 3.80 (s, 
3H), 3.78 (s, 3H), 3.65-3.56 (m, 2H), 2.66 (t, J = 7.2 Hz, 2H), 2.44 (t, J = 7.2 Hz, 2H)«, 

5 ^#11 0 (2 20) 

N- (3- h U7;i/;rD;»«5^;i/7 3i-;i/:;^;i/7}^-;i/) - 3-(2-(2-(3 
h=3pi^7ni-;i/*;i,5jf-;i/T5y) -4- 



10 TLC : Rf 0.43 (^'DD7f:;i/A : ^^y— 1 0 : 1) ; 

N M R (300 MHz, DMSO-dj) : 6 8.62 (t, J = 5.4 Hz, IH^ 8.16-8.07 (m, 3H), 7.85 
(t, J = 8.1 Hz, IH), 7.76 (d, J = 2.1 Hz, IH), 7.46-7.28 (m, 4H), 7.08 (m, IH), 6.85 (s, 
IH), 6.83 (d, J = 7.8 Hz, IH), 6.53 (d, J = 7.8 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.23 
(s, 2H), 4.01(1, J = 5.7 Hz, 2H), 3.77 (s, 3H), 3.65-3.55 (m, 2H), 2.65 (t, J = 6.9 Hz, 

15 2H),2.46(t,J = 6.9Hz,2H)o 

mmmio (221) 

N- ( 3 h ^i/itj)\/^.=.)i/y 31 -;i/x;i/7i>-;i/) - 3- (2-(2-(3 

h=^i/':7 3i-;vp!3;i//j?^;i/T^y) oih^ri^) -4- (tr^v^— 
20 -'f;p^5^;i') 73ic:^;i/) 7'p>''?>t^ K 
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COOCH 



■3 



TLC : Rf 0.44 (^'Dn5^;i/A : ^^J'y— ;W= 1 0 : 1) ; 
N M R (300 MHz, DMSO-dj) : 6 8.61 (t, J = 5.4 Hz, IH), 8.40 (s, IH), 8.23 (d, J 
= 7.8 Hz, IH), 8.09 (d, J = 7.8 Hz, IH), 7.78-7.69 (m, 2H), 7.44-7.29 (m, 4H), 
5 7.06(m, IH), 6.84 (s, IH), 6.83 (d, J = 7.5 Hz, IH), 6.53 (d, J = 7.5 Hz, IH), 6.24 (t, J 
= 2.1 Hz, IHX 5.21 (s, 2H), 4.01(t, J = 5.7 Hz, 2H), 3.90 (s, 3H), 3.77 (s, 3H), 3.64- 
3.55 (m, 2H), 2.64 (t, J = 7.2 Hz, 2H), 2.44 (t, J = 7.2 Hz, 2H)o 

mmm i o (222) 

10 N- (3 -:ij;i/5j^:3i^i^:7 -3 - (2 - (2 - (S-p^h 
:^i/:7ai^;i/:^7;i/3if-;i/7^^) oihdpi/) -4- (if^vT— 1 ->r;i/ 




15 



TLC : Rf 0.21 (^Dnsl^;i/A : 
NMR (300MHz,DMSO-d8) : 6 8.62 (t, J 
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= 7.8 Hz, IH), 8.06 (d, J = 7.8 Hz, IH), 7.79-7.69 (m, 2H), 7.46-7.30 (m, 4H), 
7.06(in. IH), 6.84 (s, IH), 6.83 (d, J = 7.5 Hz, IH), 6.53 (d, J = 7.5 Hz, IH), 6.24 (t, J 
= 2.1 Hz, IH), 5.21 (s, 2H), 4.01(t, J = 5.7 Hz, 2H), 3.77 (s, 3H), 3.64-3.55 (m, 2H), 
2.64 (t, J = 7.2 Hz, 2H), 2.44 (t, J = 7.2 Hz, 2H)o 

^^JIQ (2 2 3) 

N- (3, 4-i^7;i/:e-D7air:;i/X;i/;}^r:;v) -3- (6-tyyj-l- 
(1- (i-yi^U>-l-^j\/) a:5=-;i/:t»;i//|f-;i/) ^>ic_;i,_3 — f ji,^ 




T L C : R f 0.46 in-^^i)-> : mWt^^'^JV :mm= 1 0 0:1 00:1); 
NMR (300 MHz, DMSO-dJ : 6 12.25 (brs, IH), 8.70 (s, IH), 8.24 (d, J = 8.7 Hz, 
IH), 7.98 (m, IH), 7.89-7.82 (m, 2H), 7.84-7.72 (m, 3H), 7.68-7.55 (m, 4H), 7.44 (t, 
J = 7.5 Hz, IH). 7.38 (m, IH), 5.50 (q, J = 6.9 Hz, IH), 2.80-2.60 (m, 2H), 2.57-2.43 
(m, 2H), 1.63 (d, J = 6.9 Hz, 3H)o 

mmmi o (224) 

N- (3, 4-5^:7;i/:rD:7rtr:;i/;^;U^jN-;b) - 2- (5- (t:^^/— 
- 1 -'r;i/p«5^;i/) -2- (:^7^lx>- 1— f;!/^^^^;!/) -rv-f>KU> 
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O 




TLC:Rf 0.40 : ^^>'— ;i/=8 : 1) ; 

N M R (300 MHz, CDCQ : d 7.91 (d, J = 9.0 Hz, IH), 7.75 (d, J = 7.5 Hz, IH), 
5 7.67 (m, 2H), 7.50-7.00 (m, lOH), 6.87 (brs, IH), 6.15 (s, IH), 5.68 (d, J = 15.1 Hz, 
IH), 5.15 (s, 2H), 4.52 (d, J = 15.1 Hz; IH), 431 (s, IH), 2.80-2.60 (m, 2H)o 

^^JIO (22 5) 

N- (3, 4-Z^-7JV:tU-7 :c—Jl':x.)l'7ts—J\y) -2 - ( 5 -^'ai^'^^p? 
10 5^;i/-2- (3-p«^;v- 1 ;i/::/5^;i/) v-r > K U >- 3 



TLC : Rf 0.64 (i^^:n5^;V : ;i/=5 0 : 1) ; 

N MR (300 MHz, CDCI3) : d 7.90-6.92 (m, 16H), 5.70-4.70 (m, 2H), 5.08 (m, 2H), 
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3.00-2.00 (m, 2H), 1.95-1.45 (m, 3H). 0.94 (m, 6H)o 

##^J2 0 

3- (2-7f:;i/^;i/-4->< h=^e/^ h^i/p<5^;i/7:ii^;i/) yu/^>m:< 



3- (2-:^^l:^^ty-4-;^h^iy^h^Sy^^;)/7x.=.j)/) rDy^> 
10 TLC : Rf 0.58 : i^^3i^;i/= 1 : 1) o 

3- (2- (5-p<5=-;i'-3-7 3in;i<'^dp-yy-<;i/) -4-p<h^^'^h 



5 




H3C0. 




0CH3 
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-^'J-)\/-2~-y 3i.=.)\/^^^=i-y\^^ir^^y^ Ix-fW^^ Y ; 2.33ml, 0.55M 
iiS^^Jc:^U o.5inl <£in;t-C^ ^ 13 1 ^^!i#Lfco SliSJg 

b-c^ 7";^=!— ;p'f*:S»fco ^ h u j::^^;!/^ ^ > (0.7lm 1 ) 
^XX!^V:^^)y/7.)\^it^^^^Y (5ml) ^l^B-^U dtllCs H®^b«S^-l^ 

Ui^Vftf*: (4 0 7mg) ^^P^^ m-^§^?aT- S^K^^bfeo S^&m 

cDi|^'l4fit^*1-S3^M^ti^ (2 2 5mg) *^feo 
TLC : Rf 0.56 (^=3e-y-> : @f^Ji5^;V= 2 : 1) o 

iliSlllMl 1 

15 3- (2- (5-pi^;i/-3-7i— ;i/^^l?->'-f -4-tKn=^FS^^ 




#%^J2 lt?^bfc>fb-&tl (2 2 Omg) tD^^J^y— ;i/ (3ml) ^ 

1 o%j^^-^^5'y— ;v (0.5ml) ^^sn^. ^?aT-gl^li«ibfco 

20 c:Hi3 1 0 ^ J (ojm 1 ) ms.'^mx. mmi^ 4 5 •ct? i 
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mmLx. OT©%ttffi<^;fr-rsmYb^ (2oomg) ^mcc 

T L C : R f 0.32 (^^V-> : Ma::g=-;i/= 2:1) ; 
NMR (300MHz, CDQs) : 6 7.42 (d, J = 1.5 Hz, IH), 7.35-7.13 (m, 7H), 4.66 (d, 
5 J = 4.5 Hz, 2H), 3.64 (s, 3H), 3.38 (m, IH), 3.20 (dd, J = 16.2, 7.8 Hz, IH), 3.11 (dd, 
J = 16.2, 6.6 Hz, IH), 2.88 (m, 2H), 2.49 (m, 2H), 1.70-1.30 (m, 4H), 0.90 (d, J = 6.6 
Hz, 3H), 0.84 (d, J = 6.6 Hz, 3H)o 

^^Jl 2 

10 3- (2- (5-^5=-;i/-3 -731— ;i'^:3\r1^>'-f ;v) -4-7iy:^i/^ 




15 TLC : Rf 0.28 : B^Ka^5^;V= 3 : 1. 0.5%®^^) ; 

NMR (300 MHz, CDCI3) : d 7.52 (d, J = 1.5 Hz, IH), 7.43 (dd, J = 7.8, 1.5 Hz, 
IH), 7.36-7.21 (m, 5H), 7.19-7.12 (m, 3H), 7.03-6.94 (m, 3H), 5.03 (s, 2H), 3.38 (m, 
IH), 3.20 (dd, J = 16.2, 7.8 Hz, IH), 3.11 (dd, J = 16.2, 6.6 Hz, IH), 2.88 (m, 2H), 
2.54 (m, 2H), 1.64 (ddd, J = 13.2, 9.9, 4.5 Hz, IH), 1.52-1.30 (m, 2H), 0.89 (d, J = 

20 6.6 Hz, 3H), 0.83 (d, J = 6.6 Hz, 3H)o 
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^^Jl 3 

3- (2- ( (3-;>?^;i/- 1- (4-7;i/;i-D7 3:-;i/) ::^g=-;i/) A;w^ 




5 ms&me (4 O) T-^b;fe'fb'^ (2.oog) cDv^h^t Kp:7^> (5m 
1 ) T;i/=f >#H^Ts 0 'CT- 5^7}?^ > (1 h ^ fc. K n :7 ^ > 

mi, 8.6ml) <£?gTU ?S^S^mt!3 O^P^I^bfeo ^v^^tc: 

10 3l5=-;l'T^5fc^L^ iiiT©tJi*flt5&#-rs^s<fci'^ (1.67 g) ^mtco 

TLC : Rf 0.40 (^^-y-V : »^3ig^;i/= 1:1); 
NMR (300 MHz, CDQ,) : 6 7.43 (dd, J = 8.1, 2.1 Hz, IH), 7.34-7.27 (m, 6H), 
7.07-6.95 (m, 5H), 6.13 (d, J = 8.1 Hz, IH), 5.21 (q, J = 8.1 Hz, IH), 5.02 (s, 2H), 
3.44 (t, J = 5.4 Hz, 2H), 2.87-2.71 (m, 2H), 1.91-1.52 (m, 5HX 0.98 (d, J = 6.6 Hz, 
15 6H)o 

mmm 13 (d 

3- (2- ( (S-pt^^-;!/- l-:7 3:-;i/r^;i/) :i3;w^^^;i/) -4-^7 
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mmme (33) -^mMvtc^t^^mi^^x. mmmiatm^o^i^^ 

T L C : R f 0.61 viU^JVA : ^ ^ ^ — 10:1) ; 
5 N M R (300 MHz, CDCQ : S 7.46-7.25 (m, lOU), 7.02-6.94 (m, 3H), 6.13 (d, J = 
9.0 Hz, IH), 5.24 (dt, J = 9.0, 9.0 Hz, IH), 5.02 (s, 2H), 3.50 (brs, IH), 3.43 (brs, 
2H), 2.86-2.72 (m, 2H), 1.85-1.50 (m. 5H), 0.98 (d, J = 6.3 Hz, 6H)o 

##^J2 2 

10 3- [4-7 3iyc^$^^5^;i/-2- [1- {A-y Muy :il=.)\,) -3- 



mmiZ (1) TSSjeUfeYb-^igJ (1.46g) ^mh:^^V> (5ml) t 
^fPU p«5^;i/^D-^-i' h* (0.30ml) *5J:t>*tfU^^> (1ml) ^*D;t> 
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4ing) *jD^s so'c-am^imi^ito sj-^ym-^i^ykmuTi. wm:^.^^ 
5 MMu liKTcom^m^m-t^mmit^ (i.i6g) ^#feo 

Mass (APCI.pos.20V) ;475(M + H)+o 

3 

3- L4-7:c^^i^^^j]/-2- [1- (4-7;P:4-D7 3i— -3- 

10 y^i-jvl rD/i>r^> 



##^J2 (eOOmg) ©T^h^t h*D75> (3m 

1) ^fcix hy7ai^;v:lx;^7^> (5 0 0mg) 43J;V7jc (03ml) * 

(2 9 Omg) ^t#;feo 
NMR (300MHz, CDQj) : d 7.42-7.23 (m, 7H), 7.07-6.87 (m, 6H), 5.22 (q, J = 8.1 
Hz, IH), 5.02 (s, 2H), 2.80-2.74 (m, 2H), 2.62 (t, J = 6.6 Hz, 2H), 1.83-1.55 (m, 5H), 
1.00-0.97 (m,6H)o 




CH. 



■3 



20 
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N- (3-^5^;i/-i- (4-:7;i/3j-D7i-;i/) - 2- (3-j>< 



##^J2 3-Z?il!5lgUfe<b^ (1 5 4mg) (Dm^^^V> (Iml) ^ 
^Stx p<S^;i'^'D^>r K (0.030ml) 43<tl>*l^ U (0.2ml) ^5n^> a 

MYtl-^ (12 6 mg) ^ff feo 

TLC : Rf 0.20 (•^^■l^> : i^^^5=-;i/= 1:1) ; 

N M R (300 MHz, CDOa) : 'S 7.44 (dd, J = 7.8, 1.8 Hz, IH), 7.36-7.29 (m, 6H), 

7.08-6.95 (m, 5H), 6.03 (d, J = 8.1 Hz, IH), 5.70 (t, J = 63 Hz; IH), 5.20 (q, J = 8.1 

Hz, IH), 5.03 (s, 2H), 3.03-2.96 (m, 2H), 2.84 (s, 3H), 2.81-2.64 (m, 2H), 1.95-1.65 

(m, 5H), 0.99 (d, J = 6.3 Hz, 6H)o 

^#ji 4 (1) -^mmmiiA (5) 

^i^^S'^b'^^MV^T^ ^«»ll 4T-i:l^fi|0^f^:&fj5&;oTs i:4T© 

mi&m 14 (1) 

N- (3-;><?-;i/-l- (4-7;i/:4-D7ai-;u) :^5^;i/) -2- (3-7 
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TLC : Rf 0.50 :i^fc^;i/=l : 1) ; 

N M R (300 MHz, CDCI3) : 6 7.80-7.77 (m, 2H), 7.49-7.29 (m, 9H), 7.18 (d, J = 
8.1 Hz, IH), 7.09-6.94 (m, 5H), 6.10 (t, J = 6.0 Hz, IH), 6,02 (d, J = 8.1 Hz, IH), 
5.23 (q, J = 8.1 Hz, IH), 5.01 (s, 2H), 2.86-2.58 (m, 4H), 1.83-1.61 (m, 5H), 1.00 (d, 
J = 6.3 Hz, 6H)o 

^^J14 (2) 

N- (3-^5=-;i/-l- (4-7;i/::i-D7 3;— :r5^;i/) -2- (3 — >^ 




T L C : R f 0.50 (^^i^V : g^^3^^;i/= 1:1) ; 

N M R (300 MHz, CDCI3) : 6 7.91-7.88 (no, 2H), 7.72-7.68 (m, IH), 7.48-7.38 (m. 

4H), 734-7.23 (m, 6H), 7.02-6.95 (m, 5H), 6.10 (d, J = 8.1 Hz, IH), 5.16 (q, J = 8.1 
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Hz, IH), 5.00 (s, 2H), 3.38-3.31 (m, 2H), 2.88-2.67 (m, 2H), 1.99-1.90 (m, 2H), 
1.82-1.61 (m, 3H), 0.97-0.93 (m, 6H) o 

flfiB^J14 (3) 

5 N- (3-^5^;i/-l- (4-7;i/:^-D7aizi;i/) :r5^;i/) -2- (S-Jit 

o 



T L C : R f 0.65 (Bf^3^5=-;i/) ; 

NMR (300 MHz, CDCI3) ; d 8.06 (d, J = 1.5 Hz, IH), 7.45-7.42 (m, IH), 
10 735-7.29 (m, 6H), 7.08-6.95 (m, 5H), 6.75 (br s, IH), 6.08 (d, J = 8.1 Hz, IH), 5.18 
(q, J = 8.1 Hz, IH), 5.03 (s, 2H), 3.20-3.09 (m, 2H), 2.81-2.60 (m, 2H), 1.86-1.61 (m, 
5H), 0.99 (d, J = 63 Hz, 6H)o 

^^Jl 4 (4) 

15 N-7a;^;i/;^;i/4^^;i/- (2- (2- (::^7^J'^>-2-'r;i/) a^hiJir^) 
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TLC : Rf 0.50 (^DD7Jn;1/A : .?<iJ^y~;i/= 10: 1) o 
^^J14 (5) 

5 N- (3, 4-i^yjV:tuy:jL-ju:^;]^:t^—j]/) -N'- (2- (2- 



TL C : Rf 0.49 (^dd;^;va : pi^y— 1 0 : 1) „ 

10 

I^^Jl 5 

3- C4-7aiy:3px>p<^;i,-2- [1- (4-y)l/:tuy:x^=.)V) -3- 




3 
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o 




mmme (4 o) -c^^ibfe'fb-^ (i 5 omg) cD^^h^b h*D7^> 

(2ml) m&iz^ h U a^^JVy ^ > (o.068m 1 ) 43 ^XJ^^ D D 
(0.0371111) ^JD^x rg^^T;vd'>#H^T> ^M-t?3 o^^ii#Lfco 

•9->-g^m3^^>>l/-ei5fe?tU iitTO^'ffi^i^^'r^^M^b'^ (l l 9nig) 

10 N MR (300MHz, CDQa) :7.44-7.28 (m, 7H), 7.07-6.95 (m, 5H), 6.88 (d, J = 8.4 Hz, 
IH), 6.04 (br s, IH), 5.23-5.16 (m, 2H), 5.03 (s, 2H), 3.06-2.89 (m, 2H), 2.61 (t, J = 
7.2 Hz, 2H), 1.84-1.62 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

15 N- (3-j<5^;v-l- (4-7^;i/;rD7 3i-;i/) -2- (2-5^ 
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CH3 

mMmi STSa^bfe-fb-^ (l 1 9mg) (2ml) MM 

MK:^ T;i^rfV#ffl^"Fx 0'CX\^VS^> (O.lml) i5XXJfhV-:7j]/:tU;A 

^ >x;i/5}^>m«^ (54/11) ^^JPA^ ^i-^^^ST- 1 0 ^mmn u 

5 feo R*S?a-^J-7j<<£fio;tx i^m^f^^VT-ttffiUfeo #^»^7K*;.J:tJ«tafP 
mg) ^ntcc 

NMR (300MHz, CDQa) : 6 7.50-7.29 (m, 7H), 7.08-6,96 (m, 5H), 6.07 (d, J = 8.4 
10 Hz, IH), 5.17 (q, J = 8.4 Hz, IH), 5.06 (s, 2H), 3.08-2.91 (m, 2H), 2.76-2.62 (m, 2H), 
1.82-1.68 (m, 3H), 1.00-0.97 (m, 6H)o 

^^Jl 6 

N- (3-p?5^;v- 1- i4-yj]y:tay3L-)]/) -2 - (2- (5^ 
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##«?iJ2 4-C-M3Sb}feYb^ (9 4mg) ©h;i/x> (2ml) 
h »J^5^;i/XX5'>:^ h- (6 5 ms) *JD;tx 1 2 0 "CT- 3 B 

b}fco Sra^i^^mii b^ a^ld^ 47 y -;K 3 m 1 ) :j3cttJf 1 NJS^ ( 2 
ml) ^^)D^^ ?M-^*^?^T'l^P^M#b/feo MJ;&tg^^C7K<&^D^^ m 

U JgATOi^efifi^Wt-smib'gr^ (9 4mg) ^nfto 
T L C : R f 0.30 (|t^3i^;i/) ; 

NMR (300MHz, CDCI3) : d 8.90 (d, J = 8.4 Hz, IH), 7.43-7.36 (m, 4H), 7.32- 
10 7.24 (m, 3H), 7.11-6.91 (m, 5H), 5.08 (s, 2H), 5.05-5.00 (m, IH), 3.15-3.04 (m, 4H), 
1.62-1.53 (m, IH), 1.48-1.39 (m, IH), 0.87 (d, J = 63 Hz, 6H)o 

mmm 16 (i) 

1- (2- (7^h^\/~;u-5 — f;i/) a^^;p) -2- (4-^f^;v-2- 
15 -7 3^—)]/^>^)]/:t^i^) -4-7 3i^dp$^p(5^;v^>-g> 



T L C : R f 0.40 (^=^t>-> : WM^9-J]/= 1 : 1 ) o 
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###J2 5 




'6H3 
CH3 



tert-:/^>l/T^> (6.8ml) 43J:t5tfU5^> (7.8ml) ©J^-fb^i^UV 
5 (5 0ml) mmizO'CH^i^Jl^u^^ I< (5.0ml) ^r^TU tM-^tl* 

i^44fii^#t-s^ja^ti-» (5.2s) ^#feo 

T L C : R f 0.26 ( n-^^-b-> : @^^3i5^;i/= 2:1) ; 
10 N M R (300MHz, CDGs) : 6 4.22 (bis, IH), 3.02 (s, 3H), 1.39 (s, 9H)o 

##0>J2 6 

4- (i-if^yu;vp<5^;v) -2- [2- (:^7t5'ix'>- 2 — ov) 



1 3 3 ^^^aj 7 -^nifi^^ij 2 -^^^j 3 ^mmm 1 3 1 9 

TLC : Rf 0.49 (Ti-^^i)-> : fi^ai5^;i/= 1 : 1) ; 
20 NMR (300MHz, CDCI3) : d 10.41 (s, IH), 7.86-7.69 (m, 5H), 7.57 (m, IH), 



15 
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7.52-7.35 (m, 4H), 6.79 (d, J = 7.8 Hz, IH), 6.73 (brs, IH), 6.31 (t, J = 2.1 Hz, IH), 
532 (s, 2H), 4.30 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H)o 

5 N- (t-:/5^;i/) -2-t KD:^i/-2- [2- [2- (:^>'^l/>-2 




##-e?!l2 G-^m^iyfa^lj^ (6 4mg) ©T^h^t (1.5ml) 
10 ^§^13-7 8''C-Zfn-:;^5=-;i/U^'i?A (l.59M'^='p-9->^^l^, 0.55ml) SJP 

#-g^J2 ST^MatUfe-fb-^ (1 0 Omg) 05^h^t KP7^> (l.Oml) 

«KH4fli5&*-r^*^'(b-^j ( 1 4 img) ^ntzo 

TLC : Rf 0.28 (n-^=ap1t> : B^:3i5^;i/= 1 : D ; 
NMR (300MHz. CDQ,) : 6 7.87-7.78 (m, 3H), 7,74 (s, IH), 7.54 (d, J = 2.1 Hz, 
20 IH), 7.42-7.35 (m, 5H), 6.84 (d, J = 7.5 Hz, IH). 6.73 (d, J = 1.2 Hz, IH), 6.28 (t, J = 
2.1 Hz, IH), 5.44 (m. IH), 5.28 (s, 2H). 4.36-4.18 (m, 2H), 3.95 (s, IH), 3.59 (d, J = 
3.9 Hz, IH), 3.37-3.14 (m, 4H), 1.19 (s, 9H)o 
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mmmi7 

(E) -N- it-:f^)V) -2- [2- [2- (•^y^U>-2-'<)V) 



##^?IJ2 77?®BSbfe'fb'&% (90mg) ©1, 2 -i?ti7DD3i^J^> (1.8 
ml) ^IC, O'C-r (0.12ml) 45J;W$^;i/^'D^>f K 

(0.02ml) §SD^> ^-^tl^ 6 O-CT? 4 O^^m#bfeo S/iS?g^tc:^K;?k 

^- (^DDst^;i/A : T-feh>=5 0 : 1) tfJ^l^UTx OTOtfttfii^^ 
T^mm^il^ (7 7mg) 5g:f#:feo 
T L C : R f 0.48 (^ D D7^;i/A : h >= 1 0 : 1 ) ; 
15 N M R (300MHz, CDd,) : 6 7.91-7.76 (m, 4H), 7.58-738 (m, 5H), 730 (d. J = 7.8 
Hz, IH), 7.26 (s, IH), 6.88 (d, J = 15.9 Hz, IH), 6.80-6.71 (m, 2H), 6.30 (t, J = 1.8 
Hz, IH), 5.29 (s, 2H), 4.30 (t, J = 6.6 Hz, 2H), 3.96 (s, IH), 3.28 (t, J = 6.6 Hz, 2H), 
1.14 (s, 9H)o 

20 ^Mm 1 8 

N- (t-:/^;i/) -2 - [2- [2- (:^7^ V>-2-'f ;i/) 

^s^] -4- ( i-t^^v^';;i/^5=-;v) :7 3i-;i/] 3i^;i/;^>»i/3^>:p5 k 



5 




O O CH3 
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HJS^Jl T-^^bfe-fb-^ (7 Ting) ©J^iS^y— ;v (2.0ml) mmiz^ 

m.ux*^wt(h&^ (i5mg) ^jn;ts m^^ymmmwr. to -ex- 2 

TLC : Rf 0.52 : i^m3i5^;i/= 1:1); 

N M R (300MHz, CDO,) : 6 7.87-7.68 (m, 4H). 7.58-7.32 (m, 5H), 7.11 (d, J = 7.8 
Hz, IH), 6.78-6.65 (m, 2H), 6.26 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.23 (t, J = 6.6 Hz, 
2H), 3.75 (s, IH), 3.23 (t, J = 6.6 Hz, 2H), 3.18-2.95 (m, 4H), 1.14 (s, 9H)o 

^#119 

2- [2 - [2- (:h7:^l/>-2 — f ;i/) ^i^fVit^t/} -4- (l-tT 

>;;!/.?< 731— k 




1 8 -e^at Lfe'fb-a^KiT'- V— ;i/ (0.05m 1) . h U 7;i/;^nS^^ 

(ojm 1) ^in^m-^^^ux 5 bfco Siism-^* h >ft 
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•^h^'py-i— (n-^^-^> :mm^'f-JV=l : 1) -??M^u &rf(Dm 

^m^mt^mmit-^ (3 0mg) ^mtao 

T L C : R f 0.22 (n-^=^-9-> : 1:1); 
NMR (300MHz, CDQa) : d 7.87-7.78 (m, 3H), 7.74 (s, IH), 7.58-7.36 (m, 5H), 
5 7.08 (d, J = 7.5 Hz, IH), 6.76-6.68 (m, 2H), 6.28 (brs, IH), 5.27 (s, 2H), 4.28 (t, J = 
6.0 Hz, 2H), 3.93 (s, 2H), 3.25 (t, J = 6.6 Hz, 2H), 2.99 (s, 4H)o 

^^J2 0 

N- (2- (2- (2- (:^:7^ v>-2-^;i^) Jih^S^) -4- (tf^ 



||*S^J1 9-t?i^3^U;feYb^ (3 5ms) *5J;t^•^mS^ (1 5mg) cd 
N, N-S?p«5^;V5l^;i'A7'^ K (l.0ml) ^^Jdx O'CT* l-3lf=■;^-3- 
C3- (2^^^;i/7'^ y) rDi^;v] :i3;i/7ifs^-f ^ K -JS^ (3 Img) 

15 *5 ^yf}^vt» (30mg) ^rnxm-^^^w^ti^^w 
bfeo ^^m'a^i37jc^fin;tv mm:^^?\^X'mmhrzo mmm^mTiamm'^ 

— in-^^D'> :WWl:^^})/=2 : 3->^7nD7^;VA :p<^y'— ;i/= 1 0 : 

1) TStsiu iskTODmrnm^^-r^m^h-mi (2 5mg) ^mtao 

20 T L C : R f 0.31 (n-^^i?-> : ff^3i^;i/= 1:2); 

NMR (300MHz, DMSO-d.) : 6 7.98-7.91 (m, 2H), 7.89-7.77 (m, 4H), 7.76 (d, J 
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= 2.4 Hz, IH), 7.62 (m, IH), 7.56-7.40 (m, 6H), 7.13 (d, J = 8.1 Hz, IH), 6.87 (s, IH), 
6.65 (d, J = 8.1 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.17 (t, J = 6.6 Hz, 
2H), 3.74-3.61 (m, 2H), 3.15 (t, J = 6.6 Hz, 2H), 3.01-2.91 (m, 2H)o 

5 ^^J2 1 

3- [2- [2- (:^7^l/>-2— f;V) a^5=-;i/:t=J|re^] -4 - (l-l^ 

o 




^^J3 (12) -^mMLTcih-^ (TOOmg) CDmp«5^V> (15 
10 ml) ^13, 7;i'rf>#H^-Fx ^m"r:^=^-tf U;i/^'D^-r h* (3 0 5yt/ 
1) *5J;t|fN, N-S^^5^;i/;}^;VAT^ K («!ll^) Sap^. 0 

(5ml) ^ jD;?.s ^ ^ izmmx' 3 0 ^mmw u^o sj^s^s-^^t: i nj©^ 
^m-t^mmi\:i-^ (Tosmg) ^^fco 

TLC : Rf 0.35 (^nD*;;i/A : ^^5^^— ;i/= 10:1) ; 
NMR (300MHz, CDQa) : d 7.84-7.76 (m, 3H), 7.72 (s, IH), 7.54 (d, J = 1,5 Hz, 
IH), 7.49-7.36 (m, 4H), 7.08 (d, J = 7.5 Hz;, IH), 6.71 (d, J = 7.5 Hz, IH), 6.69 (s, 
20 IH), 6.27 (dd, J = 2.4, 1.5 Hz, IH), 5.25 (s, 2H), 4.93 (brs, IH), 4.72 (brs, IH), 4.26 
(t, J = 6.6 Hz, 2H), 3.25 (t, J = 6.6 Hz, 2H), 2.80 (t, J = 7.5 Hz, 2H), 2.14 (t, J = 7.5 
Hz,2H)o 
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^m2 8 

3- [4- ( i-i^^\/';;vp«5^;i/) -2 - [2- (:^7^^>-2— 



X. \ixr<Dm^m^mir^mm^c^ (1.56 g) <&^fco 

TLC : Rf 0.50 (n-^=^-9-> : i^^j::5^;V= 1 : 1) ; 
N M R (300MHz, CDQa) : 6 7.85-7.78 (m, 3H), 7.70 (s, IH). 7.54 (d, J = 1.8 Hz, 
10 IH), 7.51-7.36 (m, 4H), 7.08 (d, J = 7.5 Hz, IH), 6.73 (dd, J = 7.5, 1.2 Hz, IH), 6.69 
(d, J = 1.2 Hz, IH), 6.27 (dd, J = 2.1, 1.8 Hz, IH), 5.26 (s, 2H), 4.23 (t, J = 6.6 Hz, 
2H), 3.23 (t, J = 6.6 Hz, 2H), 2.82 (t, J = 7.5 Hz, 2H), 2.31 (t, J = 7.5 Hz, 2H)o 

##^J2 9 

15 3- [4- ( i-if^y>;;i/^5=-;i/) -2 - [2- (:^7^^>-2— r;v) 

NH2 



2 8 Tiag bfe'fb'^<^3^^$' ^ — (30ml) ^m-e h 

i;ai5=-;V7'^> (1.06ml) ^SJ^tl't KD=^i^;VT^>i^^ (5 3 0mg) 



5 
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> : mm^^J)^= 1 : l^^uu-!t-^j]^A :^^j—)V= 1 0 ; 1) T-MSIU 

5 iikTcDm^m^m-r^mmih-mi o 2 omg) ^mtco 

TLC : Rf 0.33 (^7DD7i^;i/A : j??^^'— ;i/= 10:1) ; 
NMR (300MHz, CDCI3) : 6 7.82-7.76 (m, 3H), 7.71 (s, IH), 7.54 (m, IH), 
7.48-7.35 (m, 4H), 7.06 (d, J = 7.5 Hz, IH), 6.70 (dd, J = 7.5, 0.9 Hz, IH), 6.69 (d, J 
= 0.9 Hz, IH), 6.26 (dd, J = 2.4, 2.1 Hz, IH), 5.25 (s, 2H), 4.24 (t, J = 6.6 Hz, 2H), 
10 4.20 (brs, 2H), 3.24 (t, J = 6.6 Hz, 2H), 2.77-2.72 (m, 2H), 2.24-2.18 (m, 2H)o 

lfe&S^J2 2 

3- (2- (2- (2- (::J-P'<J^l/>-2-> f;V) oih^^S^) -4- (b:^ 

v^— ;v- i-'f;M5^;i/) ji5=-;i'-i, 2, 4 

15 5 




##^J 2 9 -eM^g bfe<b^J^ (1 8 0 mg) ©T-fe h - h u ;^ (4.0m 1 ) 

mmiz^ 8-S^Tifti^^j7D [5. 4. 0] ^>y^'iz~-7-3:-> 

(2 6 0/zl) iiN, N'-^:r:!b;UjJ?— ;i/ (1 1 6mg) 
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A-v^m^. m^iyfco mm^i^^ji3^)]y:^^A^ti'^h^^y^- (n- 

^=^^^-> : gf^3^5=-;i/= 1 : 1-»1 : 3) TMSiU &rf(D!^mM^mir?> 
mmih-^ ( 1 5 Omg) ^mco 
5 TL C : Rf 0.41 (i^OD/}^;VA : ^iS^y— ;i/= 1 0 : 1) ; 

N M R (300 MH^ CDCI3) : d 7.82-7.73 (m, 3H), 7.69 (s, IH), 7.58 (d, J = 1.8 Hz, 
IH), 7.50-7.35 (m, 4H), 6.64 (d, J = 7.5 Hz, IH), 6.58 (d, J = 0.9 Hz, IH), 6.40 (dd, J 
= 7.5, 0.9 Hz, IH), 6.32 (dd, J = 2.1, 1.8 Hz, IH), 5.19 (s, 2H), 4.19 (t, J = 6.6 Hz, 
2H), 3.20 (t, J = 6.6 Hz, 2H), 2.67 (t, J = 7.5 Hz, 2H), 2.32 (t, J = 7.5 Hz, 2H)o 

10 

mmm2 2 (i) --11^1^2 2 (s) 
15 siaai^j2 2 (1) 

3- (2- (2- (2- (:^7^5'l/>'-2— r;i/) o^h^^i^) -4- (1^^ 
1-^;M5^;1/) 7aic^;i/) 2, A-^^'^^JT'^J— 

;v- 5 




20 T L C : R f 0.46 (^=^Pi^-> : @^^3i^;i/= 1:3); 
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NM R (300 MHz, CDCI3) : 6 7.82-7.74 (m, 3H), 7.70 (s, IH), 7.54 (dd, J = 2.4, 0.9 
Hz, IH), 7.51-7.36 (m, 4H), 6.92 (d, J = 7.8 Hz, IH), 6.66 (s, IH), 6.62 (d, J = 7.8 Hz, 
IH), 6.29 (dd, J = 2.4, 2.1 Hz, IH), 5.23 (s, 2H), 4.25 (t, J = 6.6 Hz, 2H), 3.23 (t, J = 
6.6 Hz, 2H), 2.75 (t, J = 7.5 Hz, 2H), 236 (t, J = 7.5 Hz, 2H)o 



mmm22 (2) 

3- (2- (2- (2- (:^7^^>-2— -4- (If^ 

v^— — r;i/^5=-;v) ji5^;i/-i, 2, 4— g^r^^y— ;i/ 



TLC : Rf 0.38 (^#1^-> : fi^igJi^;i/= 2 : 3) ; 
NMR (300 MHz, CDCI3) : 6 9.08 (brs, IH), 7.83-7.73 (m, 3H), 7.70 (s, IH), 7.54 
(d, J = 1.8 Hz, IH), 7.50-7.37 (m, 4H), 7.01 (d, J = 8.1 Hz, IH), 6.70 (s, IH), 6.69 (d, 
J = 8.1 Hz, IH), 6.28 (dd, J = 2.1, 1.8 Hz, IH), 5.25 (s, 2H), 4.27 (t, J = 6.6 Hz, 2H), 
15 3.25 (t, J = 6.6 Hz, 2H), 2.84 (t, J = 7.5 Hz^ 2H), 2.40 (t, J = 7,5 Hz, 2H)o 

2 2(3) 

4- (2- (2- (2- ii-y^l^>-2—(JV) J:h^$^) -4- (1^^ 

20 ^ry— 2 
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TLC : Rf 0.44 (^^"t^-y : i^^3i5^;i/= 1 : 2) ; 

NMR (300 MHz, CDQ,) : <S 7.84-7.78 (m, 3H), 7.72 (s, IH), 7.55 (d, J = 1.5 Hz, 
IH), 7.52-7.39 (m, 4H), 6.89 (d, J = 7.8 Hz, IH), 6.67 (s, IH), 6.62 (d, J = 7.8 Hz, 
IH), 6.30 (dd, J = 2.1, 1.5 Hz, IH), 5.25 (s, 2H), 4.25 (t, J = 6.6 Hz, 2H), 3.22 (t, J = 
6.6 Hz; 2H), 2.72 (t, J = 7.5 Hz, 2H), 234 (t, J = 7.5 Hz, 2H)o 

mmm2 2 (4) 

3- (2- (2- (3-p«^;i/-l-7 3Q-;i/75=-;i/>b;b7'?^^;i/) -4- 
7i>'#s^p(5^;u) 3i5^;i/- 1 , 2, 4 -:^:^F-y-i?7\/— 5 
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T L C : R f 0.66 ( n-'v^-y-V : B^^3^5^;i/= 1:2) ; 
N M R (300 MHz, DMSO-d«) : 6 8.88 (d, J = 8.4 Hz, IH), 7.47-7.16 (m, IIH), 
7.05-6.90 (m, 3H), 5.09 (s, 2H), 5.04 (m, IH), 2.98-2.87 (m, 2H), 2.79-2.67 (m, 2H), 
1.75 (m, IH), 1.61 (m, IH), 1.45 (m, IH), 0.91(d, J =63 Hz, 3H), 0.90 (d, J =6.3 Hz. 
5 3H)o 

mmm2 2 (s) 

3- (2- (2- O-^^^JV- 1-y j^—jiy^jvituw^^-^ -4- 
7 3iy^i/pi5^;i/) ;i/) 2, 4 5 

10 

s 




TLC : Rf 0.48 i^uu:^;\/A : p^^y'— ;v= 10:1) ; 
NMR (300 MHz, DMSO-ds) : 6 7.52-7.22 (m. lOH), 7.04-6.93 (m, 3H), 6.31 (d, 
J = 8.4 Hz, IH), 5.24 (m, IH), 5.05 (s, 2H), 3.17-2.88 (m, 4H), 1.89-1.51 (m, 3H), 
15 1.01 (d, J = 6.6 Hz, 3H), 1.00 (d, J = 6.6 Hz, 3H)o 

##fi^3 0 

4-'7j^y^tyj^^)V-2- (2-— hD7ai— ;i/:^;i/sjKn;i/7'$y) 7ji 
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cr 



jo:. 




2-3— K-4-7:nyd[^$/p<^;i/:p- y > (600mg) (Dm^ih^^U 
> (4.0ml) ^(cO-CTtf ys^> (0.45inl) :j3«J;t52 h D 7 
;^;i.7jt-;i/^^n7^ K (4 2 9mg) ^ia^. m-^^m^imvito 

TLC : Rf 0.38 (n-^^D^> : B^3^5^;i/=2 : 1) ; 

NMR (300MHz, CDCI3) : 6 7.90 (m, IH), 7.80 (m, IH), 7.77-7.65 (m. 3H). 7.56 

(m, IH), 7.36-7.23 (m, 3HX 7.05-6.91 (m, 4H), 5.06 (s, 2H)o 

##^J3 1 

4-:7 3i>'^rS^p«5^;i/-2- [N- [2- (:^7t5^ V>- 2 — Y;i/) ai^yv] 



#%^J3 Ol?MBbfcYb-^ (7 8 8mg) :fej;lh*2- (±yi^u>-2 
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0 



3^iJ^y-;i/ (3 8 5mg) ©5^h^tKD77> (5.0ml) m&lz 
^UX'^:^:^^JVr^Ji>ijjV^.:3f.S^^^ (0.97m 1 ) ^^v^ hVy 

(5 8 5mg) :&tMX. m^^m^Mi^Ltco Rji^m-^^mmL. 
3:1) -^mmu iiiT(Dmi^m^^T^i^'it-^:^mtzo 

TLC : Rf 0.47 (n-^^r•y-> : g^Ji5=-;i/= 2 : 1) ; 

NMR (300MHz, CDQ,) ; 6 7.88-7.11 (m. 16H), 7.04-6.85 (m, 3H). 6.87 (d, J = 

12.3 Hz, IH), 4.80 (d, J = 12.3 Hz, IH), 4.40 (m, IH), 3.89 (m, IH), 3.18-3.00 (m, 

2H)o 

##glJ3 2 




NH 




##^J3 iT^bfcfb-^ (750mg) ©T'-tehrihU;!. (3.8ml) 
^{3, ^ja-^^^:«7 -^A (1 6 0 mg) :fe J:tl^-9^:^7 (o.i4m 1 ) 

TLC : Rf 0.84 (n-^^^> '.mm^^Jl-Z : 1) ; 

NMR (300MH2,CDCl3) : ^ 7.86-7.76 (m. 3H). 7.68 (s, IH), 7.62 (d. J = 7.8 Hz, 
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IH), 7.52-7.41 (m, 2H), 7.39-7.24 (m, 3H), 7.01-6.92 (m, 3HX 6.69 (m, IH), 6.52 (m, 
IH), 4.98 (s, 2H), 4.32 (m, IH), 3.57-3.45 (m, 2H), 3.10 (t, J = 6.9 Hz, 2H)o 

#%M3 3 



2'Cm^Vrz<t^ (17 0mg) on, N-S^^5=-;1/;}^;1/A7' 

^ K (1.2ml) mmiz. mMi^mm±->^2:. (5 7 omg) ^^v^s^it^ 

10 (0.07ml) ^iD^, 6 O'Ct- i.5^ra^bfco 

T L C : R f 0.47 (n-^^•l^> : B^^aig^;i/= 10:1) ; 
15 NM R (300MH2, CDa,) :d 7.86 (d, J = 8.1 Hz, IH), 7.83-7.71 (m. 3H), 7.63 (s, 
IH), 7.48-7.24 (m, 5H), 7.18 (d, J » 1.8 Hz, IH), 7.71-6.92 (m, 3H), 6.86 (dd, J = 7.8, 
1.8 Hz, IH), 4.98 (s, 2H), 3.32-3.24 (m, 2H), 3.06-2.97 (m, 2H), 2.84 (s, 3H)o 

mmmz a 

20 4-73cydp$/^5^;V-2- [N- [2- (:^7^? V^- 2 ;i.) 0:5=^;!/] 
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TLC : Rf 0.26 (n-^^^> : B^fc5^;i/= 1 0:1) ; 
5 NMR (300MHz, CDQa) : 8.07 (d. J = 16.2 Hz, IH), 7.82-7.69 (m, 3H), 
7.60-7.50 (m, 2H), 7.48-7.36 (m, 2H), 7.35-7.22 (m, 3H), 7.15 (s, IH), 7.08 (m, IH), 
7.03-6.90 (m, 3H), 6.40 (d, J = 16.2 Hz, IH), 5.02 (s, 2H), 4.27 (q, J = 7.2 Hz, 2H), 
332-3.22 (m, 2H), 3.19-2.99 (m, 2H), 2.87 (s, 3H), 1.33 (t, J = 7.2 Hz, 3H)o 

10 ^^J2 4 

3- [4-:7:cyJpi/p{5^;i/-2- [N- [2- V>- 2 — Y;!/) 




mmm2 s-cmti^r^^t^ dssmg) 07^h^tKD7^> a2m 

15 1) -31^5' (0.3ml) m&i^^ O-CT— JS<b-^;^'5r;i/ • 67j<» (7 

omg) ^xv^7m^\:i^-'t7m-^hVK?A (4 5ing) ^{pvr-::>mx^ m-^ 
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T L C : R f 0.59 ( : H^^x.^;i/= 10:1) ; 

NMR (300MHz, CDd,) : 6 7.82-7.70 (m, 3H), 7.59 (m, Itt), 7.48-7.06 (m, 8H), 
7.02-6.91 (m, 3H), 5.00 (s, 2H), 4.09 (q, J = 7.2 Hz, 2H), 3.26-3.16 (m, 2H), 3.01- 
5 2.88 (m, 4H), 2.76 (s, 3H), 2.60-2.50 (m, 2H), 1.22 (t, J = 7.2 Hz, 3H)o 

mmm2 5 

3- (2- (N-p?5^;i/-N- (2- (:^7^l/>-2-^;l') r 



TLC : Rf 0.58 (t57Dn>^;i/A : ^<5^y— ;i/= 10:1) ; 
NMR (300 MHz, CDO,) : 6 7.82-7.71 (m, 3H), 7.60 (s, IH), 7.48-7.36 (m, 2H), 
15 7.35-7.12 (m, 6H), 7.02-6.92 (m, 3H), 5.02 (s, 2H), 3.28-3.18 (m, 2H), 3.03-2.88 (m, 
4H), 2.80 (s, 3H), 2.62 (t, J = 7.2 Hz, 2H)o 

4-:7 3i>^:^s/p<5=-;i/-2- [N- [2- (:^7^i'>-2-'f;i/) 
20 -N-r-fe^;i/7^y] 7jir.;v3— ^-f 1« 



10 
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13 



##«^J3 ar-SatUfe-fb^ (12 5mg) (Di^ih^^V> (,13ml) m 
mi:.. 0'CT!i^;»<5^;VT^y l^Ui?> ( 6 5 mg) j3 n^-T 

K (0.03ml) -^mTL. m^^immmx^it^, i^m-^iz i (0.5 

TLC : Rf 0.30 (n-^:^1^> : MJ^^;b= 2 : 1) ; 
NMR (300MHz, CDQj) : d7.89 (d, J o 8.4 Hz, IH), 7.79-7.70 (m. 3H), 7.62 (s, 
IH), 7.48-7.36 (m, 2H), 7.34-7.22 (m, 3H), 7.09 (m, IH), 6,98 (m, IH), 6.87-6.79 (m, 
10 2H), 6.64 (m, IH), 4.65 (s, 2H), 4.53 (m. IH), 3.28 (m, IH), 3.20-3.01 (m, 2H), 1.76 
(s,3H)o . 

^^J2 6 

3- (2- (N-7'-fe5^;V-N- (2- (::^7^^>-2 — ( ;V) 

^COOH 
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TLC : Rf 0.49 (^nD3}>;i/A : ;i/= 10:1) ; 

NMR (300 MHz, CDClj) : 6 7.80-7.68 (m, 3H), 7.61 (s, IH), 7.48-7.22 (m, 7H), 
5 6.97 (1, J = 7.4 Hz, IH), 6.93-6.83 (m, 2H), 6.70 (s, IH), 4.77 (s, 2H). 4.55 (m. IH), 
3.25 (m, IH), 3.10 (t, J = 7.7 Hz, 2H), 2.93-2.81 (m, 2H), 2.72-2.61 (m, 2H), 1.76 (s, 
3H)o 

##^J3 5 

10 2- (:^7^v>-2— f;i/) 3i^>^:^— ;i/ 



2-b:r:;i/:h7t5^ W (3.0 g) ©^>-e> (20ml) mmiz^ mmr^ h 
U7ai^;i/i/U;i/5^;^— ;i/ (6.5g) 43J:t;f2, 2'-T^J\f:x, (2-:A9-?uy 

u\f7^-hv?v (9 5 0mg) ^tju^. o^mmm,htio ]Rmm> 

15 -^s^?a{3?^u hU7;i';rDSf^ (73ml) ^m^^ ^m-^^^izs 

^7^-^?3|igib^ mT©i^ttfii^^^S:^MYb-^ (2.5g) :&^#feo 
TLC : Rf 0.63 (n-^^1^> : B^^^;i.= 1 0 : 1) ; 
NMR (300MHz, CDQa) : 6 7.86-7.75 (m, 2H), 7.68-7.60 (m. IH), 7.53-7.10 (m, 
20 4H), 3.09 (t, J = 7.4 Hz, 2H), 2.88 (dt, J = 7.8, 7.4 Hz, 2H), 1.41 (t, J = 7.8 Hz, lH)o 

##^J3 6 

4-:7D^-2- [2- (:^7^<7l/>-2-'^;I/) a:^;i/5^;^-3 ^>Xt;1/ 
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##0!I3 Stf^atUfc-fb-^tl (2.8 g) ON, N-$<?^5^;i/4^;i/AT5 K (2 
0ml) m&lZ7Km<t-^ h V ^ A (4 5 0mg, 62.7% in oil) ^mX. 

5 t K (2.0g) ©N, N-$^p<^;i/4^;i/AT^ (10ml) izO'cma 

10 ^^^m-fb-^ (2.6 g) ^nt^o 

TLC : Rf 0.44 (n-'\=3p-y-> : M3i5^;i/= 10:1) ; 

NMR (300MHz, CDCO : 10.28 (s, IH), 7.89-7.76 (m, 3HX 7.70-7.63 (m, 2H), 

7.57-732 (m, 5H), 336-3.26 (m, 2H), 3.22-3.12 (m, 2H) o 

15 ##^J3 7 

4-:rD^-2- [2- (:^7^5^^>-2 — r;b) 




#%^»J3 B-tfMjIgbfcib-^ (2.5g) ©v^h7tKn7^> (15ml) 
20 :fe J:t5ai^ y (20ml) (Omm^i. :^mihit^^mir- h U A (226 
mg) ^m^. ^g-^^O'C-^ 1 0^9-P^iti^bfco Sj;&?S{3T-fe h>43J;t;« 
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TLC : Rf 0.13 (n-^^-b-> : i^^ai5^;i/= 10:1) ; 
5 NMR (300MHz, CDCI3) : 6 7.86-7.76 (m, 3H), 7.66-7.61 (m, IH), 7.52-7.40 (m, 
3H), 7.36-7.24 (m, 3H), 4.68 (s, 2H), 333-3.24 (m, 2H), 3.16-3.07 (m, 2H)o 

#^#J3 8 




oT^ iikTom&m^mT^mmih^ (2.7 g) ^stt^o 

TLC : Rf 0.89 (n-^=^D^> : B^^3i^;i/= 5 : 1) ; 
15 NMR (300MHz, CDCk) : 6 7.86-7.76 (m, 3H). 7.64 (brs, IH), 7.52-7.30 (m, 6H), 
4.69 (s, 2H), 3.29-3.20 (m, 2H), 3.14-3.05 (m, 2H), 0.94 (s, 9H), 0.10 (s, 6H)o 

##^J3 9 

4- (t-:^5r^;V2^^5^;i/5^U;i/:^-dp5^^^;i/) -3- [2- (:h7;57V> 
20 -2— f;i/) ^Bmm^^^JV 



711 



wo 03/016254 



PCT/JP02/08120 




s-^W^vtcit^ asg) ©o^a^y— ;i/ (12ml) . h»;3i 
^^iT^y (9ml) i3ctt>*N, N-5^^5^;1/>}n;1/AT^ K (9ml) 0^ 
mi^. /^^i^i^Aif:^ (hU7i^;i/j^X7^» ^tJ^D^-r h* (llOm 

^ji5=-;i/=3 0 : 1) "CMl^U i^TOWfit^WT^^Sfb-^ (1.6g) 

10 TLC : Rf 0.34 (n-^^D-> : i^^Ji5^;i/=2 0:1); 

NMR (300MHz, CDQa) : 6 8.04 (d, J = 1.8 Hz, IH), 7.90 (dd, J = 7.8, 1.8 Hz, 
IH), 7.85-7.74 (m, 3H), 7.68-7.60 (m, 2HX 7.51-7.40 (m, 2H), 734 (dd, J = 8.4, 1.8 
Hz, IH), 4.79 (s, 2H), 4.39 (q, J = 7.1 Hz, 2H), 335-3.26 (m, 2H), 3.16-3.06 (m, 2H), 
1.41 (t, J = 7.1 Hz, 3H), 0.95 (s, 9H), 0.11 (s, 6H)o 

15 

#^^J4 0 

4- (tf^>/-;i/- i-'r;^^^;^) - 2- [2- (:^7^i/>-2 —r;!/) 
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Ito 

TLC : Rf 0.33 (n-^^-t?-> :®^m^5^;i/=2 : 1) ; 
5 NM R (300MH2, CDa,) : 6 10.33 (s, IH), 8.65-8.58 (m, IH), 7.86-7.25 (m, IIH), 
6.32 (t, J = 2.1 Hz, IH), 533 (s, 2H), 3.27-3.05 (m, 4H)o 

llife^J2 7 

3- (2- (2- (:^7^^>-2— f;!/) -4- (tf^V— 



v^h^bHD7^> (6ml) fc:^^b:fe:5^3i5^;Vaib:3E^Sy?!j;V7}f-;i/p? 

h (0.56m 1 , 2.82mm o 1 ) (d^b 0°Cl?7J<^'^b:^ b U "^A 
(9 8mg, 63.1% in oil) ^iD^, 1 0^^^b;fem> ##«»J4 O-CigBt 
15 bfe<ti-a^ (2.35mmo 1) CD^F h ^ t KD > (6ml) ^^Jn^ 1 5 

20 TLC : Rf 0.45 (n-'sdpl^^ : B^^ai5=-;V= 2 ; 1) ; 

NMR (300MHz, CDCI3) : <y 8.20 (d, J = 15.9 Hz, IH), 7.84-7.73 (m, 3H), 
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(m, 6H), 730-7.24 (m. IH), 1.72-1.11 (m. IH), 7.05-6.69 (m, IH), 6.35 (d, 
J = 15.9 Hz, IH), 6.30 (t, J = 2.3 Hz, IH), 5.27 (s, 2H), 4.26 (q, J = 6.9 Hz, 2H), 
3.21-3.13 (m, 2H), 3.07-3.00 (m, 2H), 1.35 (t, J = 6.9 Hz, 3H) » 

5 g|jfe^J2 8 

3- (2- (2- (:^7^J'^>-2--r;^) -4- (t:^^/- 



mmm2 Tnwtx^t^ih^^mi^^x. mmm2 A^mmiz hnmom 

TLC : Rf 0.53 (i^DD3r^;i/A : 10:1) ; 

N M R (300 lAOz, CDCI3) : 6 1.84-1.14 (m, 3H), 7.61 (brs, IH), 7.58-7.54 (m, IH), 
7.50-7.39 (m, 2H), 7.38-7.35 (m, IH), 7.32-7.26 (m. IH). 7.21-7.11 (m, 2H), 6.98- 
6.92 (m, IH), 6.27 (t, J = 1.9 Hz, IH), 5.26 (s, 2H), 3.23-3.14 (m, 2H), 3.09-2.99 (m, 
15 4H), 2.70-2.60 (iij,2H)o 

mmm2 9 

3- (2- (2- (:^7^1x>-2— r;i/) :i^5=-;i/5^;r) -4- (l^^y— 
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o 




mm2 7'ri8aibfefb-&tj*MVAt> mmm2 4 t.mm<D^{¥^ntj:^ 

T L C : R f 0.47 : g^^Ji5^;i/= 2 : 1 ) o 

mmms o 

3- [4- (\^^^J—)V-l-^j]y^^;i) -2 - [2- (:^7i57 1/>-2 




10 iiite0a2 9T?®Bibfe>fb'&ife (1 0 omg) oje-fb^^w (23m i) ^§ 

?«{c:-3 0»CTU>^Jc^-:^hU'>A (9 7mg) 43J;TJf 3 -;J?P d51^ 

(io5mg) ^ia^i mmmnvtzo m-^izs-^^uumm^^ 
(3 omi) ^m^^ ^i::^MX' immmnhiio ^Bmi^imimm^^ 

TLC : Rf 0.41 (n-^^V-> : mm^^J\^= 1:1); 
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NMR (300MHz, CDQa) : 6 7.86-7.69 (m, 5H). 7.60-7.53 (m, 2H), 7.50-7.38 (m, 
3H), 7.36-7.19 (m, 2H), 6.31 (t, J = 2.1 Hz, IH), 5.21 (s, 2H), 4.12 (q, J = 7.2 Hz, 
2H), 3.59-3.50 (m, 2H), 3.36-3.16 (m, 4H), 2.78-2.69 (m, 2H), 1.22 (t, J = 7.2 Hz, 
3H)o 

mims 1 

3- (2- (2- (:»-:7t5^ix>-2-'i';i/) -4- (t: 




10 mmms o-??^itLfe'fb^^ffiv>-Cs ^«?ij3 ^iii^©^#^fffeoT. 

TLC : Rf 0.39 (^7UUMA : pia^y— ;V= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.84-7.68 (m, 4H), 7.58-7.54 (m, 2H), 7.48-7.39 (m, 
3H), 7.35-7.25 (m, 2H), 7.20 (dd, J = 8.7, 1.8 Hz, IH), 6.31 (t, J = 2.1 Hz, IH), 5.26 
15 (s, 2H), 3.58-3.49 (m, 2H), 3.35-3.16 (m, 4H), 2.82-2.72 (m, 2H) o 

##^J4 1 




20 T;nf>gtfeT> 7-t. Ku:^$/tj7x'i;> ( 1 0 0 g) X >r V7*Dif;i'3i 
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(16 1ml) 0«c$^^5^;i/7^;i/A7'^ F (DMF ; 5 0 Om 
1) m&.i:i. O'CT'P? h=^P^^^;i/^DU K (70.3ml) *^TU mUlS4 

mmmnvfto sms-^K:-\^?p-y->/g^^ai5^;u (2/1. looomi) m 
mimm^m-^hVA aooomi) ^mt. WFm:^^jvi^2mmmvt^o 
mmm^7k (2m) . mn^mpk-x^m^u mm^^^^s^^A-v^m^^ 
mmhxi>xr(Dm^i^:tmir^^^h-^ (74.1 g) ^tntto n^tir^m^ 

T L C : R f 0.50 : m^^^Jl^- 3:2) ; 

NMR (300MHz,CDCg : 6 7.64 (d, J = 9.6 Hz, IH). 7.39 (d, J = 8.7 Hz. IH), 

7.01 (d, J = 2.4 Hz, IH), 6.96 (dd, J « 8.7, 2.4 Hz, IH), 6.28 (d, J = 9.6 Hz, IH), 5.24 

(s,2H),3.49(s,3H)o 

##^J4 2 



:P;i/dr>g|^-F> 7kmit± hVOA (46.9 g ; 63.1%, in oU) CD^7jC5= h ^ 
t h'ay^> (THF ; 3 0 Oml) ^Jc^&T> (6 0m 

1) <&?STU ^^-^2 O^Mii#bfeo S^S^fc, ?J«:^T> ##«aj4 1 
•eSSBgLfc-fb-^O^T H F (1000m 1 ) y/M^ji (10 0ml) 
m-^^*?STU 6 0-CT4 O^^m^bfeo R^^-^i^mam^tT> 
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^ (100.2 g) ^nito 

T L C : R f 0.38 (-\#-b-> : S^^3i5^;i/= 2:1) ; 
N M R (300 MHz, CDCI3) : 6 7.92 (d, J = 16 Hz, IH), 7.39 (d, J = 8.5 Hz, IH), 
5 6.62 (dd, J = 8.5, 2.2 Hz, IH). 6.54 (d, J = 2.2 Hz, IH), 6.51 (d, J = 16 Hz, IH), 6.01 
(s, IH), 5.17 (s, 2H), 3.81 (s, 3H), 3.47 (s, 3H)o 

##^J4 3 

10 J^;^7=^;i/ 



0%m4 2-^m&vt^^h^ (45.0 g) :fe.t"af 1 o%/i^$^.i7A^^ (4.2 
g. wet) ®p<^y-;v (500ml) mm^s ymmMMT. mmr^imm 

15 bfeo ^*6<scmfiLtOT©tH4^<fe*-rs^®^b-^ (92.1 g) ^mco 

TLC : Rf 0.47 (^=^1^-> : S^^J^^;i/= 3 : 2) ; 
N M R (300 MHz, CDQa) : 6 7.24 (s, IH), 6.97 (d, J = 8.2 Hz, IH), 6.61 (d, J = 
2.5 Hz, IH), 6.57 (dd, J = 8.2, 2.5 Hz. IH), 5.13 (s, 2H), 3.69 (s, 3H), 3.46 (s, 3H), 
2.84 (t, J = 6.1 Hz, 2H), 2.69 (t, J = 6.1 Hz, 2H)o 



#^^J4 4 

3- (4 -pi h^^S^pi h:3Fi/-2 - h Vyjl:tU;;i^>XJV^^i/-7 3L—j]/) 




COOCH, 



>3 



20 
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.COOCH3 



T)]^zj>nmT. 0^m4 a-^m^h-tih-^m (82.8 g) ^^v'\^vi^> 

(33.5ml) om^t^^Ul^ (3 0 Oml) mmiz^ ^^^my. h VyMa:< 

^>::^jvts>m. (63.8ini) ^vSTu 1 o^mmniyito s.mm-^icmm 
mit-^ (121.8 g) ^mt^o m^nrzm^mmtmmT^i::tf3l<}X(D^Ji^^ 

TLC : Rf 0.65 (^^V> : I^i^ai5^;i/= 2 : 1) • 
10 N M R (300 MHz, CDCI3) : ^ 7.24 (d, J = 8.4 Hz, IH), 7.04-6.96 (m, 2H), 5.16 (s, 
2H), 3,68 (s, 3H), 3.47 (s, 3H). 2.98 (t, J = 7.5 Hz, 2H), 2.63 (t, J = 7.5 Hz, 2H)o 

15 



^aipai-fe^ (7.65g) ^ B^^;bU'i7A (l69.0g) 43 J; WMv'l^^^e? A (n) 

(21.55 g) om^BUF (4 0 0ml) mwL^. -m<t^is>f.mmmr. 

^t-p^5^;i/pi^;v3^— 7^;i//g^^3^5=-;i/ (i/i) -r^^tu^^co a»it{32k 
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>'vw^^hx)irf<Dmmm^m-r^mm{h^ (51.4 g) ^mco 

TLC : Rf 034 (^^V-> : g^^3^5=-;i/= 1:1) ; 
5 N M R (300 MHz, CDCQ <^ 7.71 (d, J = 2.7 Hz, IH^ 7.24 (d, J « 8.7 Hz, IH), 
7.17 (dd, J = 8.7, 2.7 Hz, IH), 5.20 (s, 2H), 3.67 (s, 3H), 3,49 (s, 3H), 3.27 (t, J = 7.6 
Hz, 2H), 2.68 (t, J = 7.6 Hz, 2H)o 

:##^J4 6 



3 (60.8g) *5J:tJ«^>^;i/;4-=3|ri^:F^ (112.7 

g) (DtrUi:^> (5 0 0ml) 8 0°C-t2^P^ti#Lfeo JRji^vmm 

^m-r^mmitm} ( 1 3 4 g) ^^-^o 

T L C : R f 0.85 (n-'^^Sp-y-V : mm:^^;V= 9 : 1 ) o 
##^J4 7 . 

20 N-^>5;;i/s»-:3p5/-N- (3-p<5=-;i/- 1- (3, 5 -$^p«^;b7 3ir:;p) 
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:r;i/zf>gig|TN 5-yu^-m-^i/U> (7 5g) tDTHF (5 7 5 
ml) ^tc:^ n-:r5=-;i/U5^'i7A (2 3 5ml) 7 8*c-^ijn^> 1^ 

mmn l^o 4 e x^mtLtci^h^ (29.8 g)cDh;i/3^>(338mi) 

5 ^^ti>hVy?]^:tO (5 1ml) ^Mifc&P^. 3 

m:^^JV (5 0ml) ^iU^tzo f#^nfcJti^^<|:g^^rc5^;i//^d^-b->-t? 

3 s) ^mito 

T L C : R f 0.72 (n-^dptl-> : g^^3i5^;v= 9:1); 
N MR (300 MHz, CDCk) : 7.20-7.00 (m, 5H), 6.96 (s, 2HX 6.91 (s, IH). 4.67(m. 
IH), 4.61 (d, J = 153 Hz, IH), 4 J3 (d, J = 15.3 Hz, IH), 2.32 (s, 6H), 1.80-1.57(in, 
15 3H),0.95(d,J = 6.6Hz,6H)o 

##^J4 8 

3-^^;i/-i- (3, 5-s^p«^;i'7ai-;v) rr^^;!/^^ > • 
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##^J4 7"ei!Bgbfe'fti-&tl (1 2g) ©^^5'>'-;i/ (12 0ml) 

(i.2g) 5fein;t^ 7jc5g#H^Tx -mmwvtco 

TLC : Rf 0,50 (■i7UU-^;VA : ;i/=9 : 1) ; 

NMR (300 MHz, DMSO-d«) : 6 8.32 (br, 3H), 7.11 (s, 2H), 6.98 (s, IH), 4.07 (m, 
IH), 2.23(s, 6H), 1.74-1.66 (m, 2H), 1.31 (m, IH), 0.88 (4 J = 6.6 Hz, 3H), 0.86 (d, J 
= 6.6H2,3H)o 

10 

##^04 9 

(2R) -3-7^-tf-2-7jin;i/-4- (3, 5 -i^pt^^;!/:? 




15 3, 5-$^p<5^;i/^>X:F;i/7*t K (30.og) . (R) -7 3in;i/e^us^y 
(30.7 g) ©h;i':n> (200ml) 7k^^t^W*b)&i)S^,3^ 

^ji^ufeo &.T(D!i0}^m^mT^mmih'^ (59.7 

g) 5fel&feo 

TLC : Rf 0.69 (n-^dF"y-> : B^^a:5^;i/= 4 : 1) o 

20 

##^J5 0 

(2R, 4R) -3-Tif-2-7 3i:::;i/-6-;>?5^;i/-4- (3, 5-$^ 
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H 

6 

T;i'3f>ailT. T^r^S^'^A (40.8ff) ®»THF (8 0 0ml) 
:^i^:?Jc^Tx 3 -^nn- 2 1 -rD^> (60.8g) CD^^k 
5 THF (4 5 0ml) SiSiTU ^?&T-ei^M^ ^^T! IK^Hl^LTs 
ify-^- (Grignard) Wm^'^X^It. 

7';PrJ>BJ^Ts #%^J4 9 ■t?^^tbfc'fb^i^©^ft7j< h;i/3^> (3 0 0m 
1) mWiL^ ^iSym^'r. ^^)-^— (Gngnard) (0.5M ; 1120m 1 ) 

AX'^m^. m^vr^o mmowm^^^ji^ (s oomi) mmi^^ ^mr^ 

4NmmXt^:i-^V-> (lOOml) ^M^ito ^^^SiSlU -rvrD>'l 

^-)v-^:if-^>i2wmm\^xi>jrf(Dmmm^m'r^^<t^ (6G.9g) § 

15 ^ito 

T L C : R f 0.80 (n-^:^+?-> : @f^3i5^;i'= 1:2); 
N MR (300 MHz, CDCla) ; 6 9.52 (bis, 2H), 739-7.20 (m, 5H), 6.94 (s, 2H), 6.81 
(s, IHX 5.44 (brs, IH), 4.70 (s, IH), 4.63 (s, IH), 4.40-4.20 (m, 2H), 4.14 (m, IH), 
3.83 (m. IH), 3.11 (dd, J = 14, 4.4 Hz, IH), 2.94 (dd, J = 14, 11 Hz, IH), 2.17 (s, 6H), 
20 1.49 (s, 3H)o 




^^J5 1 
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(IR) -3-ji^;]/-l- (3, 5-t^^5=-;i/7 3trL;i/) 




0%m5 OX-m^Vtz^h^ (33.0 g) *^cJ;t>Wbe^ (IV) (4.60 g) CD 
5 oiiJ^y-^V (330ml) 7j<m:^/;^#a^T> 6 0 "CT* 4 0 mMM 

(7.30 g) *^#feo 

TLCrRf 0.30 (^DD;fc;i/A : ^iS'y— ;i/= 9 : 1 ) ; 
10 N MR (300 MHz, DMSO-d,) : 6 8.41 (brs, 3H), 7.11 (s, 2H), 7.01 (s, IH), 4.10 (m, 
IH), 2.27 (s, 6H), 1.82-1.66 (m, 2H), 1.31 (m, IH), 0.86 (d, J = 6.6 Hz, 3H), 0.82 (d, 
J = 6.6Hz,3H)o 

##^J 5 2 

15 4-t h-D:^p$/-4- (3, 5-$^p{5^;i/7 3i-;i/) 7^h^tKDl^^> 




7';i/=r>aiglTs 5-:7D^-m-:?P^lx> (5.55g) ©THF (6 0ml) 
-7 8«C-??n-:r^;bU^e7A (17.8ml) ^iJD^. m^ti^b^bo 
SiiS^i35^h^t h*Dtf^>-4-3»-> (2.0g) ^ip^, ^^tc3I^^S8 
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wvtco s^mmiz7K^im^^ mm:^^j)y-^mtiii>rco mmm^7K:isJ:-a^^ 
X. }>xT(o^mm^^-t^nm.<h^ (2.6g) ^ntao 

5 TLC : Rf 0.51 (S^m^5=-;i/ : n-^^V'>= 1:1) ; 

N M R (300 MHz, CDCag) : 6 7.10 (s, 2H), 6.93 (s, IH), 3.99-3.82 (m, 5HX 2.34 
(s, 6H), 2.23-2.11 (m, 2H), 1.72-1.63 (m, 2H)o 

10 N- (4- (3, 5-2^p?^;i/73i-;i/) ^'i— t KDtr^>-4-'r;i') - 



#^^J5 2Tai5iUfe'fb-^ (1.51 g) 0i7pnT-fe h-hi;;w (5ml) 
:^^WSm (1 0ml) (OmWH^. ^^^T> (3?^) ^t9)o< t)?igTU 

n-^^"y->=i : 3) T'Mi^LT. inycomnm^m-r^mmih^ 

20 (2 8 8mg) ^^feo 

TLC : Rf 0.54 (B^3i5^;i/ : n-^:^i^-y->= 1:1); 

N MR (300 MHz, CDCQ : 6 6.98 (s, 2H), 6.90 (s, IH), 6.76 (bs, IK), 4.02 (s, 2H), 

3.89 (dt, J = 12.0, 3.3 Hz, 2H), 3.72 (dt, J = 1^0, 2.1 Hz, 2H), 2.42-2.34 (m, 2H), 
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2.32 (s, 6H), 2.29-2.13 (m, 2H)o 

N- (4- (3, 5-S?^5^;1/7jc-;1/) y'l— t Kn tf^ >- 4 — f;!/) T 
5 ^> 



3X^m^hrzih^ (2 5 Omg) CD^i^y— ;P (2ml) 
X^Wpm (0.4inl) ^:;t^U7' (81.2nig) ^m^. 7 O'C-^—mM 

-^(16 Omg) ^mtco 

TLC : Rf 0.54 ; i57DD*;i/A= 1 : 5) ; 

NMR (300 MHz, CDCl,) : 6 7.07 (s, 2H), 6.90 (s, IH), 3.92 (dt, J = 11.4, 2.4 Hz, 
15 2H), 3.79 (dt, J = 11.4, 4.2 Hz, 2H), 2.34 (s, 6H), 2.24-2.13 (m, 2H), 1.68-1.60 (m, 
2H)o 

IIMi^J3 2 

3- (2- ( (3-j<^;V-l- (3, 5-i^^9-Jiy='^=^?]y) y^)]^) 

20 ;w^^-r;i/) -4-p< h^i^p? v^t^y yu?-^>m^^?v^:^7'j]y 
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##0!I4 S-^m^l^tz^h^m (1.00 g) ^ ##«aj4 S-vW^V-^^h^ (9 
3 0mg) . l-x.^)V-3- [3- 7°D pb;i/7}f 

S^-r ^ K (1.36 g) . 1-t ^♦^:3p2/^>^/)s ;^ (9 5 8mg) :}3J; 

5 t;fN-p<^;i/^;i/3jtu> (i.6mi) <feDMF (14ml) ^^^i^-ra^ 

mm<t-^ (1.29 g) ^mtzo 

10 T L C : R f 0.84 (-xdp-9-> : B^^Jif^;i/= 1:1); 

NMR (300 MHz. CDCQ : 6 7.16-7.12 (m, IH), 7.04-6.98 (m, 2H), 6.96 (s, 2H), 
6.89 (s, IH), 6.40 (d, J = 9.0 Hz, IH), 5.20-5.10 (m, 3H), 3.62 (s, 3H), 3.46 (s, 3H), 
3.00-2.90 (m, 2H), 2.65-2.55 (m, 2H), 2.31 (s, 6H), 1.80-1.60 (m, 3H), 0.98 (d, J = 
6.3 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H)o 

15 

^^J3 3 

3- (2- ( (3-><9^;i/- 1- (3, 5-5;.?<5=-;i/:7:ii-;i/) ::;^5^;i/) :^ 
jw^^^;v) -4- (4-p?^;i/^>s^;v:^-#i/) 7i^;v) rn^iv^^ 
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TLC : Rf 0.61 (n-^^i^> : T-fe h >= 2 : 1 ) o 



mmms 3 (i) -^a 3 (21) 

10 Ilif6^33 (1) 

3- (2- ( (3-p<5^;i/- 1- (3, 5-s^p<^;v7ai^;i/) 

o 



5 
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TLC : Rf 0.26 (n-^^-y-> : B^^ai5^;i/= 4 : 1) o 
m§.m3 3 (2) 

3- (2- ( (3-^5^;i/-l- (3, 5-S^^5^;i/7 3i-;i/) y^)V) >b 



TLC : Rf 0.41 (n-^^rlf^ :Bf^3i^;i/=3 : 1) « 

10 mmms 3 (3) 

4- (2- ( (IR) -1- (:^7:$'l/>- :^^;]/it3)W^^-f JU) 



NC 





TLC : Rf 0.69 (n 
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^^J3 3 (4) 

3- (2- ( (3-^^;P-l- (3, 5-i>^^JV7:ii-;\^) y^jv) 



TLC : Rf 0.53 (n-^^1f> : 0^a^5^;i/= 2 : 1) o 
^^J3 3 (5) 

3- (2- ( (3-^5^;v-l- (3, 5-i^^5=-;i/7ai-;i/) :ij 
;wt^-r;V) -4- (2-^7^D^>^^;^:^-^f$^) :7air: rD/l>^^ 
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TLC :Rf 0.53 (n-^:^-y> ; gp^ai5^;i/=2 : 1) „ 
^^J3 3 (6) 

4-(2-((iR)-i - (±y'$^u>-i-^ji) 

-4- (2-^T>^y3^y^-» y'^>m^^;]yj^X7')]/ 




TLC : Rf 0.47 (n-^^V> : i^^ai^;i/= 1 : 1) o 
^4^J3 3 (7) 

4- (2- ( (IR) -1- i±y^\y>-l-4ji) a^^j],:t]jw^^^j],) 




TLC : Rf 0.43 {xi-^^^> '.mmsu^)V= 1 : 1) » 
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4- (2 - ( (IR) -1- (±y^u>-i-^)]/) ai5=-;i/*;w^^-f;i/) 
-4- (3-:7;i/:4-D:7ai>':^^» 7ac-;i/) 




TLC : Rf 0.85 (n-^:^i^-> : mm:r.^JV= 1 : 1) o 
^^03 3(9) 

4 - (2 - ((IR) -1- (±7^l/>- Ji^;i/;{7;Wt^'f;U) 
-4- (3-^ hdrSx^oL^c^S/) :7:c-;i/) :/i5'>Mp?^;i/a:;;^7^;i/ 




TLC:Rf 0.64 (n-^:^-b-> : i^^a^5^;b= 1 : l) „ 

mmms 3 (i o) 

4 - (2 - ( (IR) -1- (±y^u>- i-y()v) 3i^;i/*;w^^-f;i/) 
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TLC : Rf 0.67 (n-^#-b-> : B^m^5^;i/= 2 : 1) o 

mmm3 3 (id 

4 - (2 - ((IR) -1- (i-y^u>-l-^;\y) x.5^;v>b;w^^>f ;v) 
-4- (t^U$^>-2— f;i/) :^dpt/:7a:^;i/) 7^^5'>®&p<^;i/3c;;^7^;u 




TLC : Rf 0.34 (n-^:^i^> : S^^ai^;i/= 1 : 1) » 

3- (2- ( (IR) -3-^^)],-i- (3, 5-5^p«^;P7aQ-;i/) 
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mmms 3(13) 

3- (2- ( (4- (3, 5-t?p«^;i/7 3i^;v) ^•Dtr^>-4- 



o 




TLC : Rf 0.36 (n-^^-b-> : SfKcc5^;v= 2 : 1) o 
^^J3 3(14^ 

3- (2- ( (4- (3, 5 -:^^^^;I/:7jc^;1') 71— fc l^^ >- 4 - 
ti;W^^>CJV) -4- (2-^Dn-6-7;i/;^D^>$^;i/:*-^2</) 
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5 ^^13 3 (15^ 

3- (2- ( (4- (3, 5-P;^^JVy3^=.;V) t Kd 4 - 
:^»;vy^'^^ ;V) -4- (2, 3, 6-hVy)^^u^>i?JV:^^iy) 



o 




10 TLC : Rf 0.61 {n-^^ir> :Wm^^)l= 1 : 1) o 



^^J3 3 (16) 

3- (2- ( ( (IR) -3-pi5^;i/- 1- (3, 5-i^j>?^;i/7 3i:::;i/) 
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o 




TLCrRf 0.38 (n-^^r1f> : B^3i5^;i/= 2 : 1) o 
^^J3 3(17) 

3 - (2- ( ( (IR) -3-^5^;i/-l- (3, 5 -i^^^jvy 



O 




TLC : Rf 0.41 (n-^^r1^> :i^3i5^;p=2 : 1) „ 
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mmm3 3 as) 

3- (2- ( (4- i'^yd'ly^-l—f)]/) t: |?nif^>_4_^;i,) 



o 




TLC:Rf 0^1 (n-^^^i^> :g^ma:^;P= 1 : 1) o 

mmm 33 (19) 

4- (2- ( (4- C::^^^^^- 1— f >>i— t l«ntr^>-4-'f 




TLC : Rf 0.63 (n-^:^1^> : M3^5^;i/= 1 : 1) o 

mmms 3 (2 o) 
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4- (2- ( (4- (3, 5-i^^5^;i/:7 3i-;i/) 71— t Kd l^^ >- 4 - 




TLC : Rf 0.71 (n-^^^tfv : BfK3i5^;i,= 1 : i) , 
HaS^OS 3(21) 

3- (2- ( ( (IR) -3-^5^;j,_i_ (3, 5 

*;WN'^'r;i/) -4- (2, 3, 6 - h y :7;i/:^n^>$;;i/:t^>» 
7 31-;!/) yu/i>m^^)V3^7.^jv 



o 




TLC : Rf 0.53 (n-^^^■^^> : B^^ai5^;i/= 2 : 1) o 

mmms 4 
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3- (2- ( i3-^^;v-i- (3, 5-e;^5^;i/7ai-;i/) y^ju) 

^COOH 



^^J3 3^?i!i^gbfc'^b'^*MV^T^ l^«a|3^|^:glO|Rf^<£fToTN 

TLC : Rf 0.69 (J^ib^5=-lx> : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : (S 7,29 (d, J = 7.8 Hz, 2H), 7.22-7.18 (m, 3H), 
6.98-6.88 (m. 5H), 6.21 (d. J = 8,4 Hz, IH), 5.13 (q, J = 8.4 Hz, IH), 4.99 (s, 2H), 
3.00-2.90 (m, 2H), 2.69 (t, J = 7.5 Hz, 2H), 2.36 (s, 3H), 2.30 (s, 6H), 1.80-1.50 (m, 
10 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.97 (d, J = 63 Hz, 3H)o 

^M3 3 (1) -33 (2 1) X'm^i.it^t'^^mi>xmMm34t 
15 1. ##i?y5 4*fc^i^^^e.fc♦B^■rSYti•^^&ffiV^T^ lliS0iJ3 2^||]jfe 

0a 3 3-?'^*aj3 4 tm^comiF^n^xisrfoi^^^^rco 
mmm3 4 (i) 

3- (2- ( (3-^5=-;i'- 1-7 31— - 4- (3 
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TLC : Rf 0.51 (^UX3:^;VA : p^^J^y— ;V=9 : 1) ; 
N M R (300 MHz, CDCI3) : d 7.72 (s, IH), 7.66-7.60 (m, 2H), 7.49 (t, J = 7.8 Hz, 
IH), 7.39-7.23 (m, 5H), 7.17 (d, J = 8.1 Hz, IH), 6.97-6.89 (m, 2H), 6.47 (d, J = 8.4 
Hz, IH), 5.22 (m, IH), 5.05 (s, 2H), 2.94 (t, J = 6.8 Hz, 2H), 2.69 (t, J = 6.8 Hz, 
2H), 1.88-1.50 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H)o 

^^J34 (2) 

3- (2- ( (3-p«^;V-l- (3, 5-^^^;i/7air:;v) :7^;i/) :i7 




TLC : Rf 035 (^DD3}k;1/A : p?:^^— ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.43-7.33 (m, 5H), 7.17 (m, IH), 6.98-6.90 (m, 5H), 

6.24 (d, J = 8.4 Hz, IH), 5.14 (m, IH), 5.04 (s, 2H), 2.99-2.92 (m, 2H), 2.70 (t, J = 
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7.5 Hz. 2H), 231 (s, 6H), 1.80-1.53 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H)o 
^^J3 4 (3) 

3- (2- ( (3-^5^;i/-i- (3, 5-s^p<5^;i.:7 3.-;u) tt^j],) ^ 
5 JW^^-fM -4- (3-2/':7^y^>i?;i/:^d|r^') :7 3izz;i/) 7*P>'^>^ 

^COOH 



TLC : Rf 0.38 (^DD4^;i/A : 10:1) ; 

NMR (300MH2,CaDCU : (J 7.71 (s. IH), 7.62 (d, J = 7.8 Hz, IH), 7.61 (s, IH), 
7.49 (dd, J = 7.8, 7.8 Hz. IH), 7.17 (d, J = 7.8 Hz, IH), 6,97-6.87 (m, 5H), 6.40 (d, J 
10 = 8.4 Hz. IH), 5.15 (m, IH), 5.04 (s, 2H). 2.98-2.91 (m, 2H), 2.71-2.64 (m, 2H), 2.30 
(s, 6H), 1.82-1.53 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H)o 

mm3 4 (4) 

3- (2- (±y^U>-l — fJVji^j]/ioj]//^^^ji) -4-yjLyf3f.^ 
15 ;i/) rn^'^v^ 
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COOH 



T L C : R f 0.47 Uti^^JVJx : ^^'-)V= 10:1) ; 
NMR (300 MHz, CDCI3) : S 8.08 (d, J = 7.8 Hz, IH), 7.91-7.79 (m, 2H), 
7J8-739 (m, 4H), 7.36-7.06 (m, 5H), 7.02-6.90 (m, 3H), 6.27 (m, IH), 5.06 (d, J = 
5 5.4 Hz, 2H), 3.06 (t, J = 7.5 Hz, 2H), 2,77 (t, J = 7.5 Hz, 2H)o 

I^^J 3 4(5) 

3- (2- (1- (:^7i5'^>-2 — r;i/) 3:-^jvitjjw^^-(;\^) -4-y 



TLC : Rf 0.47 (t^no/}N;i/A : p{i$^y~-;i/= 1 0 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.88-7.72 (m, 4H), 7.52-6.92 (m, IIH), 6.46 (d, J = 
7.5 Hz, IH), 5.46 (m, IH), 3.03 (t, J = 7.5 Hz, 2H), 2.75 (t, J = 7.5 Hz, 2H)o 1.67 (d, 
J = 6.6Hz,3H)o 

15 

Iljfegy3 4 (6) 




COOH 



10 
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3- (2- ( (3-^^;i/-i- 1 --f;i/) *;w^ 

^COOH 



TLC : Rf 0.48 (i7nD7j^;VA : ^^z'— ;i/= 10:1) ; 
5 NMR (300 MHz, CDCI3) : 6 8.29 (d, J = 8.4 Hz, IH), 7.86 (d, J = 7.5 Hz, IH), 
7.78 (d, J = 7.5 Hz, IH), 7.62-7.28 (m, 6H), 7.22-7.07 (m, 2H), 7.02-6.90 (m, 4H), 
6.27 (d, J = 8.7 Hz, IH), 6.10 (m, IH^ 2.99 (t, J = 7.5 Hz, 2H), 2.71 (t, J = 73 Hz, 
2H), 1.97-1.90 (m, 2H), 1.78 (m, IH), 1.11 (d, J = 6.6 Hz, 3H), 0.99 (d, J = 6.6 Hz, 
3H)o 



^^J34 (7) 

3- (2- (4-j^^)\/-2-Z7 3i—)]/^>^)V) 5b;W^^-f;i/) -4-7 




10 




COOH 
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TLC : Rf 0.47 (M'fb^^^> : ^i5^>'-;b=9 : 1) ; 
NMR (300 MHz, CDCI3) : S 7.35 (t, J = 7.5 Hz, 2H), 7.30-7.10 (m, 7H), 7.00- 
6.90 (m, 3H), 6.73 (d, J = 2.7 Hz, IH), 5.85-5.80 (m, IH), 3.86-3.76 (m, IH), 3.40- 
3.28 (m, IH), 3.02-2.84 (m, 3H), 2.67 (t, J = 7.8 Hz, 2H), 1.65-1.35 (m, 3H), 0.86 
5 (d,J = 6.3Hz,3H),0.84(d,J=6.3Hz,3H)o 

mm3 4 (8) 

3- (2- ( (IR) -1- (:h:7iS/l/>-i-.Y;i,) x.^;],ijjw^^^ JV) 



10 




TLC : Rf 0.52 (^j7Dn3jt;i/A : ;i/= 1 0 : 1) ; 

NMR (300MHz,a>a3) : <y 8.19 (d, J = 8.1 Hz, IH), 7.87 (d. J = 8.1 Hz, IH), 
7.81 (d, J = 8.1 Hz, IH), 7.68-7.42 (m, 6H), 7.28 (m. IH), 7.18-6.98 (m. 3H), 6.84 (d, 
J = 8.4 Hz, IH), 6.40 (d, J = 7.8 Hz; IH), 6.12 (m, IH), 3.08 (1, J = 7.5 Hz, 2H), 2.77 
15 (t, J = 7.5 Hz, 2H), 1.79 (d, J = 6.6 Hz, 3H)o 

mmm 340) 

3 - (2 - ( (IR) -1- (^;7^V>_ l_^;i,) 3U^)\,it3)W^^>( JV) 

-4- i4-S^T^-7:iuJ^ty) 7ir:;i/) rD/l>^ 
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TLC : Rf 0.52 (^70D3jv;UA : ^^y— ;i/= 10:1) ; 
N M R (300 MHz, CDCI3) : <y 8.17 (d, J = 8.1 Hz, IH), 7.87 (m, IH), 7.81 (d, J = 
8.1 Hz, IH), 7.60-7.41 (m, 6H), 7.28 (m, IH), 7.04-6.90 (m, 4H), 6.35 (d, J = 8.4 Hz, 
5 IH), 6.11 (m, IH), 3.13-3.02 (t, J = 7.5 Hz; 2H), 2.75 (t, J = 7.5 Hz, 2H), 1.79 (d, J = 
6.6 Hz, 3H)o 

mmm3 4 (i o) 

3- (2 - ( (IR) - l-73iri;i/3i5^;i/:^j;i/n^'f;i/) -4-^31^^ 
10 i/ysi—j]/) ':ruj^>m 

^COOH 




T L C : R f 0.47 (m<tiP«5=-V> : ^ ^— ;i/= 9:1); 
NMR (300 MHz, CDCI3) : S 7.40-7.23 (m, 7H), 7.20 (d, J = 8.4 Hz, IH), 7.12 (t, 
J = 7.2 Hz, IH), 7.05 (d, J = 2.4 Hz, IH), 7.02-6.92 (m, 3H), 6.39 (d, J = 7.5 Hz, IH), 
15 5.28 (q, J = 7.5Hz, IH), 3.01 (t, J = 7.5 Hz, 2H), 2.73 (t, J = 7.5 Hz, 2H), 1.57 (d, J = 
6.9 Hz, 3H)o 
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mmm3 4 (i i) 

4- (2 - ( (IR) -1- {■^■7S^\y>-l-^JV) ai5^;i/*;wt^-r;v) 



TLC : Rf 0.64 (Jfi-fti^g^^V : p<^^— ;i/=9 : 1) ; 
NMR (300MHz,CaDa3) : S 8.19(d, J = 7.8Hz, lH),7.86(d, J = 7.5Hz, IH), 
7.80 (d, J = 8.1 Hz, IH), 7.58-7.40 (m, 4H), 7.31 (t, J = 7.5 Hz, 2H), 7.20-7.06 (m, 
2H), 6.98-6.88 (m, 4H), 6.15-6.05 (m, IH), 6.01 (d, J = 8.1 Hz, IH), 2.85-2.70 (m, 
10 2H), 2.40-2.20 (m, 2H), 2.00-1.80 (m, 2H), 1.76 (d, J = 6.3 Hz, 3H) o 

^:filS^J3 4 (12) 

3- (2- ( (IR) -1- (4-p?^;i/7 3i^;i/) ai5^;i/:tf;WN*^-f;i/) 
-4-7 3iy :3^$x7ai-;i/) rnyt^^ 

^COOH 



5 




15 




TLC : Rf 0.24 (n-^:3p<y-> : 1 : 1) ; 
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NMR (300 MHz, CDCls) : 6 7.37-7.31 (m, 2H), 7.26-7.10 (m, 6H), 7.04 (d, J = 
2.1 Hz, IH), 7.00-6.93 (m, 3H), 6.29 (brd, J = 5.4 Hz, IH), 5.25 (m, IH), 3.05-3.00 
(m, 2H), 2.77-2.72 (na, 2H), 2.33 (s, 3H), 1.56 (d, J = 6.6 Hz, 3H)o 

5 mmm3 4 a 3) 

3- (2- (1- (4--7jVytt2-7 3i-)]/) a^^;i/5t7;w^^>r;v) -4-7 



TLC : Rf 0.62 (Jfci^b.?{^lx> : piiS^y— ;i/=9 : 1) ; 
10 NMR (300 MHz, CDCQ : 6 7.38-7.30 (m, 4H), 7.20 (d, J = 8.4 Hz, IH), 7.12 (t, 
J = 7.5 Hz, IH), 7.05-6.93 (m, 6H), 6.40 (d, J = 7.5 Hz, IH), 5.30-5.20 (m, IH), 3.00 
(t, J = 7.5 Hz, 2H), 2.72 (t, J = 7.5 H z, 2H), 1.55 (d, J = 6.9 Hz, 3H)o 

^^J3 4 (14) 

15 3- (2- ( (IR) -1 — r>^>-l— f;i/) :fy;w^^^;v-4-yx. 




COOH 
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COOH 



TLC : Rf 0.59 : P«^>'-^1'=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 7.40-7.30 (m, 3H), 7.30-7.20 (m, 4H), 7.15-7.05 (m, 
2H), 7.03-6.94 (m, 3H), 6.27 (d, J = 8.7 Hz, IH), 5.64 (q. J = 7 J Hz, IH), 3.10 (t, J = 
5 7.5 Hz, 2H), 3.06-2.84 (m, 2H), 2.80 (t, J = 7.5 Hz, 2H), 2.76-2.62 (m, IH), 2.00- 
1.80 (m, lH)o 

mmm3 4 (is) 

3- (2- ( 1 -^5^;i/-3 ;i/rDif;v) ijjw^"^^ j]/-4-y x. 

10 y'^J^^ai— :7*D/1>^ 



TLC : Rf 0.54 (47pD/l^;VA : 10:1) ; 

NMR (300 MHz, CDCls) : 6 7.40-6.94 (m, 13H), 5.92 (d, J = 8.4 Hz, IH), 4.22 
(m, IH), 3.05 (t, J = 73 Hz, 2H), 2.81 (t, J = 7.5 Hz, 2H), 2.70 (t, J = 7.8 Hz, 2H), 
15 1.93-1.78 (m, 2H), 1.27 (d, J = 6.6 Hz, 3H) o 




COOH 
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mmms 4 ( 1 6) 

3- (2- ( (IR) -1- (4-— hD7ai^;i/) J^^JVitjJW'^^^ J]/) 

^COOH 



TLC : Rf 0.56 (i7pp4x;i/A ;i/= 1 0 : 1) ; 

NMR (SOOMHziCDCU :6 8.19 (d, J = 7.8 Hz, 2H). 7.53 (d, J = 7.8 Hz, 2H), 
7.40-6.94 (m, 8H), 6.66 (d, J = 7.2 Hz, IH), 5.33 (m, IH), 2.99 (t, J = 7J2 Hz, 2H), 
2.73 (t, J = 7.2 Hz, 2H), 1.59 (d, J = 7.2 Hz, 3H)o 

3- (2-s^7ai— ;M5^;i/>b;w"?^>r;i/-4-73iydpix7ai^;i/) :7-o 



CM 




NO2 




COOH 



TLC : Rf 0.55 {i7Uti^^)VI^ : ;i/= 10:1) ; 
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NMR (300MHz,CDCl3) : 7.44-6.93 (m, 18H), 6.71 (d, J = 8.1 Hz, IH), 6.42 
(d, J = 8.1 Hz, IH), 3.02 (t, J = 7.2 Hz, 2H), 2.72 (t, J = 7.2 Hz, 2H)o 

mmm 34 (is) 

3- (2- ( (3-^5^;i/-l- (3, 5-s^^^;i/7a;-;v) itj 

^COOH 




TLC : Rf 0.57 (^7Dn:t;;i/A : :A^J—)],= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.39-7.09 (m, SB), 7.05-6.87 (m, 6H), 6.21 (d, J = 
8.4 Hz, IH), 5.13 (m. IH), 3.06-2.92 (m, 2H), 2.72 (t, J = 7.8 Hz, 2H), 2.29 (s, 6H), 
1.81-1.50 (m, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.96 (d, J = 63 Hz, 3H)o 

^^J3 4(19) 

3- (2- ( (IR) -1, 2, 3, 4-5^h^t ^•D:^7;$'^>- 1-^ 
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COOH 



TLC : Rf 0.52 (^DD:^%;i/A : pl^J^y— ;v= 10:1) ; 

N MR (300 MHz, CDCI3) : ^ 7.38-6.92 (m, 12H), 6.25 (d, J = 8.4 Hz, IH), 5.35 

(m, IH), 3.10 (t, J = 7.2 Hz, 2H), 2.90-2.71 (m, 4H), 2.14 (m, IH), 2.01-1.78 (m, 3H) o 



mmm3 4 (20) 

3-(2-((iR)-i-(i, i'-tr:7 3i-;i/-4— r;v) 3i5^;i/>b;i/ 

^COOH 



10 TLC : Rf 0.52 (^;7DD>J^;i/A : p«t$'y—;i/= 1 0 : 1) ; 

N MR (300 MHz, CDa,) : <y 7.65-6.92 (m, 17H), 6,40 (d, J = 8.1 Hz, IH), 533 
(m, IH), 3.03 (t, J = 7.2 Hz, 2H), 2.80-2.70 (m. 2H), 1.61 (d, J =6.9 Hz, 3H)o 

mmm3 4 (2 p 

15 3 - (2 - ( ( 1 R) - 1 - 1— f;!/) cc5=-;i/>b;wi^>f;i/) 
-4- i4-;<^;]/y 7i.:=.;i/) rp>'l>^ 



5 




751 



wo 03/016254 



PCT/JP02/08120 




COOH 



TLC : Rf 0.50 (^D07}^;VA : ^^J'y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 8.17 (d, J = 7.8 Hz, IH), 7.90-7.77 (m, 2H), 
7.59-7.41 (m, 4H), 7.21-7.07 (m, 3H), 6.98-6.80 (m, 4H), 6.29 (d, J = 8.1 Hz, IH), 
5 6.10 (m, IH), 3.04 (t, J = 7.2 Hz, 2H), 2.75 (t, J = 7.2 Hz, 2H), 2. 33 (s, 3H), 1.78 (d, 
J=6.9Hz,3H)o 

^^J3 4 (2 2) 

3- (2- (^7'>^-7a^^;i/>b;wt^'f;i/) - 4 =3p$/7 3i::i;i/) 
10 •y^uj^>m. 



TLC : Rf 0.62 (mibA^U> : : 1) ; 

NMR(300 MHz, CD3OD) : ^7.58-7.54 (m, 2H), 7.48-7.28 (m, 6H), 7.13 (t, J = 7.5 

Hz, IH), 7.03-6.97 (m, 4H), 6.29 (s, IH), 2.97 (t, J = 7.2 Hz, 2H), 2.57 (t, J = 7.2 Hz, 




COOH 



15 2H)o 
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mmm3 4 (23) 

3- (2 - ( (3-^5^;i/-l- (3, 5-2;^5^;i/7it-;i/) ij 

^COOH 



TLCrRf 0.61 : y—jV=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.40-7.32 (m, 2H), 7.18-7.12 (m, IH), 7.10-7.02 (m, 
2H), 6.96-6.88 (m, SH), 6.27 (d, J = 8.4 Hz, IH), 5.14 (q, J = 8.4 Hz, IH), 4.98 (s, 
2H), 3.00-2.90 (m, 2H), 2.75-2.65 (m, 2H), 2J0 (s, 6H), 1.80-1.50 (m, 3H), 0.97 (d, 
J = 6.3 Hz; 3H), 0.97 (d, J = 63 Hz, 3H)o 

^^J3 4 (2 4) 



3- (2- ( (3-^5=-;i/- 1- (3, 5-i?^5^;U7a::::^;i/) >b 

;wt^'i';p) -4- (2-2/7'>"^>$^;i/2h^$^) ya^^>m. 

^COOH 



F' 





753 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.63 (Jg'fb;'?^^^ : ^^y'— ;i/=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 7.70 (d, J = 7,5 Hz, IH), 7.63 (dd, J = 4.8, 1.2 Hz, 
2H), 7.50-7.40 (m, IH), 7.18 (d, J = 8.7 Hz, IH), 7.02-6.94 (m, 4H), 6.90 (s, IH), 
636 (d, J = 8.4 Hz, IH), 5.23 (s, 2H), 5.15 (q, J = 8.4 Hz, IH), 3.00-2.90 (m, 2H), 
5 2.75-2.65 (m, 2H), 2.30 (s, 6H), 1.85-lJO (m, 3H), 0.98 (d, J = 6.6 Hz, 6H) o 

mmm3 4 (25) 

3- (2- ( (S-^f^;!/-!- (3, 5-i^^5^;i/:7 3i-;i/) :r5^;i/) ^ij 

^COOH 



TLC : Rf 0.51 (^Dn*;i/A : ;i/= 10:1) ; 

NMR (300 MHz, CDCQ : 6 7.40 (d, J = 7.2 Hz, IH), 7.31 (m, IH), 7.17 (m, IH), 
7.04-6.87 (TO, 7H), 6.22 (d, J = 8.4 Hz, IH), 5.14 (m, IH), 5.08 (s, 2H), 3.84 (s, 3H), 
3.02-2.90 (m, 2H), 2.71 (t, J = 7.5 Hz, 2HX 2.31 (s, 6H), 1.83-1.52 (m, 3H), 0.97 (d, 
15 J=6.0Hz,6H)o 

mmm 34 (26) 

3- (2- ( (3-p<^;v-l- (3, s-e^pi^^-^i'yai^;!/) y^)]/) itj 
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TLC : Rf 0.56 (i^UU:^)\/I^ : ^^J^y— ;i/= 10:1) ; 
NM R (300 MHz, CDCQ : S 7.51 (m, IH), 7.40 (m, IH), 7.33-7.23 (m, 2H), 7.18 
(m, IH), 7.00-6.87 (m, 5H), 6.23 (d, J = 8.7 Hz, IH), 5.20-5.10 (m, IH), 5.15 (s, 2H), 
5 3.02-2.89 (m, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.31 (s, 6H), 1.83-1.52 (m, 3H), 0.98 (d, 
J = 6.3 Hz, 6H)o 

mmm3 4 (27) 

3- (2- ( (S-j^^)]/-!- (3, 5-i^p?^;P7ai— ;i^) :r5^;^) 
10 ;WN'^-f;i/) -4- (2-7ac— ;i/^>'$;;i/:;^-:?F-^) 731— ;i/) 7d;i>K 

^COOH 




TLC : Rf 0.55 (i'Dn3i%;i/A : ;V= 10:1) ; 

NMR (300 MHzi CDQa) : 6 7.56 (m, IH), 7.44-7.30 (m, 8H), 7.11 (d, J = 8.1 Hz, 

IH), 6.95-6.77 (to, 5H), 6.17 (d, J = 8.4 Hz, IH), 5.13 (m, IH), 4.91 (s, 2H), 2.99- 
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2.87 (m, 2H), 2.68 (t, J = 7.5 Hz, 2H), 2.30 (s, 6H), 1.83-1.50 (m, 3H), 0.97 (d, J = 
6.3 Hz, 6H)o 

mmm3 4 (2 8) 

5 3- (2- ( (3-^^;i/-l- (3, 5-S^^5^;i/7 3i:r;i/) y^ju) ^ 

^COOH 




TLC : Rf 0.57 (^J7PD;^;VA : ;>?^$'y'~;i/= 1 0 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.36 (d, J = 7.2 Hz, IH), 7.30-7.14 (m, 4H), 
10 7.01-6.88 (m, 5H), 6.24 (d, J = 8.4 Hz, IH), 5.15 (m, IH), 5.01 (s, 2H), 3.02-2.90 (m, 
2H), 2.68 (t, J = 7.5 Hz, 2H), 2.36 (s, 3H), 2.30 (s, 6H), 1.83-1.53 (m, 3H), 0.98 (d, J 
= 6.3 Hz, 6H)o 

mm3 4 (2 9) 

15 3- (2- ( (3-p«5^;i/- 1- (3, 5-^;>{5^;i/7 3i-;V) ^5^;!/) 1*7 
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T L C : R f 0.50 D n3i>;UA : ^ J--J\/= 9:1) ; 
NMR (300 MHz, CDCI3) : 8 7.50-7.42 (m, IH), 7.38-7.28 (m, IH), 7.23-7.04 (m, 
3H), 7.02-6.88 (m, 5H), 6.24 (d, J = 8.7 Hz, IH), 5.20-5.08 (m, IH), 5.11 (s. 2H), 
5 3.02-2.90 (m, 2H), 2.72 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, 
J = 6.3Hzi6H)o 

Hjfe^ja 4(3 0) 

3- (2- ( (3-7i5^;i/- 1- (3, s-i^^^;!/^^!-;^) :/5^;i/) 
10 ;w"?^>f;v) -4- (4-3^5=-;v^>2^;v:r=^i^s^) 7^1— ;i/) rD/^>^ 

^COOH 




TLC : Rf 0.50 (4'nDJi>;i/A : ;jt^5'y--;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : S 7.32 (d, J = 7.8 Hz, 2H), 7.25-7.14 (m, 3H), 

7.00-6.88 (m, 5H), 6.23 (d, J = 8.1 Hz, IH), 5.20-5.10 (m, IH), 5.00 (s. 2H), 3.02- 
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2.90 (m, 2H), 2,75-2.60 (m, 4H), 2.31 (s, 6H), 1.82-1.50 (m, 3H), 1.24 (t, J = 7.5 Hz, 
3H), 0.98 (d, J = 6.3 Hz, 6H)o 

giaS^J3 4(3 1) 

5 3- (2- ( (3-pt5^;i/- 1- (3, 5-5^p<5=-;i/:7iz^;i/) ;i7 
;w^^'f;v) -4- (2- h U7;i/:rnp«5^;i/^>s^;W3r=^i^) 7 




TLC : Rf 0.50 (i^DD>tc;i/A : ^^y—J]y=9 : 1) o 

10 

^Iif6ig834 (3 2) 

3- (2- ( (3-^5^;i/-l- (3, 5-i;^5^;i/:7 3i-;i/) * 
;Wl^-f;i/) -4- (2, 3 -i^pi h=3j^i/-<>i^;i/::^d{^iy) 
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TLC : Rf 0.50 (^tiun^;)^A : ;»< ^J^y — ;i/= 9 : 1) ; 
NMR (300 MHz. CDQa) : S 7.17 (d, J = 7.8 Hz, IH), 7.12-6.88 (m, 8H), 6.27 (d, 
J = 8.7 Hz, IH), 5.20-5.08 (m, IH), 5.09 (s. 2H), 3.88 (s, 3H), 3.86 (s, 3H), 3.02-2.90 
5 (m, 2H), 2.71 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, J = 6.6 Uz, 
6H)o 

glM^J3 4 (3 3) 

3- (2- ( (3-^^;i/-l- (3, 5-S^^^;uy:i^-J]y) * 
10 ;W^^-r;i/) -4- (2, 6-S?;<^;i/^>S^;i.:^:f|r$^) 7 rp^l 




TLC : Rf 0.54 (^DD;fr;i/A : ^tJ?y-;i/= 10:1) ; 

NMR (300 MHz, CDCQ : 6 7.28-7.13 (m, 3H), 7.12-6.95 (m, 3H), 6.94 (s, 2H), 
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6.90 (s, IH), 6.29 (d, J =8.7 Hz, IH), 5.15 (m, IH), 5.01 (s, 2H), 3.03-2.92 (m, 2H), 
2.72 (t, J = 6,9 Hz ,2H), 2.38 (s, 6H), 2.30 (s, 6H), 1.82-1.55 (m, 3H), 0.97 (d, J = 63 

Hz, 6H)o 

5 ms.m3 4: (3 4) 

3- (2- ( (3-^5^;i/-l- (3, S-S^;)?^;!'^^!—;!/) 

^COOH 



TLC : Rf 0.50 (^Dn7}^;i/A : ^^J^y— ;i/= 9 : 1) ; 
10 N M R (300 MHz, CDCI3) : d 7.42 (s, IH), 734-7.22 (m, 3H), 7.21-7.14 (m, IH), 
6.97-6.88 (m, 5H), 6.26 (d, J = 8.1 Hz, IH), 5.20-5.10 (m, IH), 5.01 (s. 2H), 3.00- 
2.93 (m, 2H), 2.71 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, J = 
6.3 Hz, 6H)o 

15 ^^J3 4 (3 5) 

3- (2- ( (3-p<^;b-l- (3, 5-5^pi5^;V7 3i-;v) ::^^;i/) * 
;i//^^-i';i/) -4- (3-:7;v;rD^>s;;i/;r^^) 7^1— ;i/) >^d>'i>^ 
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^COOH 



TLC : Rf 0.50 (^DP;^;VA : ;i/=9 : 1) ; 

NMR (300 MHz, CDCl,) : d 7.40-7.30 (m, IH), 7.21-7.10 (m, 3H), 7.07-6.98 (m, 
IH), 6.98-6.89 (m, 5H), 6.26 (d, J = 8.7 Hz, IH), 5.20-5.08 (m, IH), 5.04 (s. 2H), 
3.00-2.90 (m, 2H), 2.71 (t, J = 7.2 Hz, 2H), 231 (s, 6H), 1.84-130 (m, 3H), 0.98 (d, 
J = 6.3Hz,6H)o 




Hate^JS 4(3 6) 

3- (2- ( (3-p<5^;i/- 1- (3, 5-t^ji^J]/7s^=.)l,) y^j],) 




TLC : Rf 0.50 (^nD5h;i/A : ;i/=9 : 1) o 
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mmi^3 4 (3 7) 

3- (2- ( (3-A^)V-l - (3, 5-i^ji^;VZ7s^=.)V) y^jv) iJ 
;w"?^-r;i/) -4- (4- h U7;i/3i-Dp?5^;i/:^-^i/^>s^;i/2h:3[^s/) yx. 



5 




TLC : Rf 0.50 i^UT:i-^)VA : ;V= 9 : 1) o 

g|j^^J3 4 (3 8) 

3- (2- ( (3-^5^;i/-l- (3, 5--^p«^;i/7ai-;i/) :7*^;i/) 
10 ;w^^'f;i/) -4- (4 — r V7'Dt;;i/^>i^;i/:^^$/') yu^^ 




TLC : Rf 0.50 (^uu-^)\/A : ;i/=9 : 1) o 
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mmm 34 (39) 

3- (2- ( (3-^5^;i/-l- (3, 5->:^^5^;i/7 3i-;i/) itj 




TLC : Rf 0.50 (^nD:t:;i/A : ^^y— ;i/= 9 : 1) ; 
N MR (300 MHz, CDCI3) : 6 8.05-7.98 (m, IH), 7.94-7.84 (m, 2H), 7.60-7.40 (m, 
4H), 7.22 (d, J = 8.1 Hz, IH), 7.10-7.00 (m, 2H), 6.96-6.88 (m, 3H), 6.26 (d, J = 8.1 
Hz, IH), 5.47 (s, 2H), 5.20-5.10 (m, IH), 3.05-2.90 (m, 2H), 2.73 (t, J = 7.2 Hz, 2H), 
2.30 (s, 6H), 1.84-1.50 (m, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.96 (d, J = 6.3 Hz, 3H)o 

mmm^A. (4 0) 

3- (2- ( (3-p<5=-;i/- 1- (3, 5-i^^^;V7i-;i/) 
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TLC : Rf 0.50 (^nD7h;i/A : ^^y—;]/=9 : 1) « 

mmm34 (4 i) 
5 3- (2- ( (3-^^;i/-l- (3, 5-2^p«^;i/:7i-;i/) 

;wt^-r;v) -4- (4-t-:/^;i/^>s^;i':t=3ps^) :7air:;i/) :rn>'i> 




TLC : Rf 0.50 (-^nti-^^JVA : ^^y— ;i/=9 : 1) » 

10 

^#J3 4 (4 2) 

3- (2- ( (3-p?5^;i/-l- (3, 5-s;;>?5=-;v:7ai-;i/) y^^-;!/) 
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TLC : Rf 0^0 (^5'DD*;i/A : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.65-7.55 (m, 4H), 7.55-7.32 (m, 5H). 7.23-7.15 (m, 
IH), 7.06-6.86 (m, 5H), 6.24 (d, J = 8.4 Hz, IH), 5.20-5.08 (m, IH), 5.08 (s, 2H), 
5 3.03-2.92 (m, 2H), 2.72 (t, J = 6.9 Hz, 2H), 2.30 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, 
J = 5.4Hz,6H)o 

mmm3 4: (4 3) 

3- (2- ( (3-;»?5=-;u- 1- (3, 5 y'^^v) * 
10 ;w^^-f;i/) -4- (2-^>^;i/'^>i^;v:r^s^) :7 3i— rn/i>^ 

^COOH 




TLC : Rf 0.50 (^nD7i^;i/A ; ^^y— ;i'=9 : 1) o 
^^'3 4 (4 4) 
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3_ (2- ( (3-p«^;V-l- (3, 5-i^;^^)\yy:3L-)],) y^J]/) * 

;w^^'f;i/) -4- (2-^J7nD-6-7;v;?|-D^>s^;i/:^=3p2^) y^L^.)]/) 




5 TLC : Rf 0.50 (^nD;t^;VA : pt^^— ;V=9 : 1) I 

N M R (300 MHz, CaOCls) : (5 7.36-7.18 (m, 3H), 7.10-6.88 (m, 6H), 6.27 (d, J = 
8.7 Hz, IH), 5.20-5.10 (m, 3H), 3.02-2.94 (m, 2H), 2.73 (t, J = 6.9 Hz, 2H), 231 (s, 
6H), 1.84-1.50 (m, 3H), 0.98 (d, J = 6.0 Hz, 6H)o 

10 ^#13 4 (4 5) 

3_ (2- ( (3-p<^;i/-l- (3, 5-i;p«5^;i/7^r:;i/) * 
-4- (2, 5 -s^7;i/:tn'^>'S^;v2j-^5^) T'n 
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T L C : R f OJO D D7^;i/A : :^ ^ 9:1) ; 

NMR (SOOMHz^CDaj) : 6 7.25-7.16 (m, ffl), 7.10-6.90 (m, 7H), 6^8 (d, J = 
8.1 Hz, IH), 5.20-5.10 (m, IH), 5.09 (s, 2H), 3.05-2.90 (m, 2H), 2.72 (t, J = 7.5 Hz, 
2H), 2.31 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

mmmzA (46) 

3- (2- ( (3-^^;i/-l- (3, 5-$^p?5^;i/:7ai^;v) 
;w^^-Y;i') -4- (4-i57DD^>s^;i/;r^5^) 7ai^;v) :7"p^^>^ 




10 TLC : Rf 0.50 (i^Dn3jx;i/A : ^t^^^'— ;i/=9 : 1) o 
lljfe^J3 4 (4 7) 

3- (2- ( (3-pi^;i/-l- (3, 5-i^p?5^;V7ai^;i/) :^5^;i/) >b 
;w^^-r;i/) -4- (2-7;i/::rP- 5 - h U:7;i/;rD;<5^;i/^>^;V:4-^ 
15 5^) 7ai— ;v) yuj^>m. 



wo 03/016254 



PCT/JP02/08120 




mmm3 4 (4 8) 

5 3- (2- ( (3-^5^;i/-l- (3, 5-i^^5^;i/7i-;i/) y^)]/) * 

;w^^>r;w) -4- (2, 4-t^7;v:tD'<>*^;i/;^^$^) yjL-)]/) rrn 




TLC : Rf 0.50 i'^tJU-^)VA : p<^>'— ;i/=9 : 1) o 

10 

gyS^J3 4 (4 9) 

3- (2- ( (3-p<5^;^-l- (3, 5-i?^^;v7 3i-;i/) jJj 
-4- (3, 5 -$^y<5^;v^>s^;v:^=^5^) 731— rn^i 
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TLC : Rf 0.50 (^DD7^;VA : ^^^y-JV^Q : 1) o 

mmm3 4 (so) 

3- (2- ( (3-^5=-;i/-l- (3, 5-S^^5^;i/7ai-;i/) pfj 
^w^^-f;!/) -4- (l-3i5^;i/-3-^5^;nf^\/— ;i/-5->f;i/) h 




TLC:Rf 0.33 (n-^:3p"9->:B^ji5^;i'=l : i) „ 

mmm34 (5 i) 

3- (2- ( (3-^^;i/-i- (3, 5-2^^^;i/7ai-;i/) -^^jv) * 
;p>'t^>r - 4 - ( 2 -7;i/:to - 6 - h U 7;l/:^-D^5^;^^>s;;l/2^:^^ 
S/) 7*D>'i>^ 
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mmm 34 (52) 

3- (2- ( (3-p«5^;i/- 1- (3, 5-$^^5^;b7:ii-;i/) y^^)]/) itj 
jw^^^M -4- (2, 3-z?y)]/:^a^>i^j]/:t^i^) y j^—jv) ya 




TLC : Rf 0.57 (n-^^1^> : mm^^)V= 1 : 1) » 
Ilite^J 3 4 (5 3) 

3- (2~ ( (3_^^;i,_i-- (3, 5-S^;><5^;i/7 3i— rT^^;!/) >b 
-4- (2, 6-S^7;i/;^D^>e^;i/;e-dpS/') 7 yu 
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TLC ; Rf 0.57 (n-^=^-y-> : i^^ai^;i/= 1:1) ; 

NMR (300 MHz; CDCl3+Ca>,OD) : 67.34 (m, IH), 7.19 (d, J = 8.4 Hz, IH), 

7.03-6.85 (m, 7H), 6.28 (d, J = 8.4 Hz, IH), 5.15 (m, IH), 5.11 (s, 2H), 3.11-2.88 (m, 

2H), 2.69 (t, J = 7.1 Hz, 2H), 230 (s, 6H), 1.86-132 (m, 3H), 0.98 (d. J = 6.3 Hz, 

6H)o 

^#03 4 (5 4) 

3- (2- ( (3-p(5^;i/-l- (3, 5-S^p<5=->»P7ai-;i/) :p^5^;i/) ;!7 
;w^^-r;i/) - 4- (2-^DD-4-7;V;^-D^>i?;i/:^-^$/) 7ai-;i/) 




TLC : Rf 0.60 (n-^^^)■> :Wm3^^)V~ 1 : 1) » 
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mmm34 (5 5) 

3- (2- ( (3->><^;v-l- (3, 5-s^p?^;i/7ai-;v) * 
;w?^-r;i/) - 4- (3, 5-i^7;i/;^D^>i;';i/;t^i^) y^^;!/) 




TLC :Rf 0.55 in-^^V-> :m^=^9-)]/= 1 : 1) o 

mmm 34 (56) 

3- (2- ( (3-^5^;^-l- (3, 5-i^p?5=-;i/7 3i-;v) t'^;^) ti 
;wN*^-r;v) -4- (3, ( h U7;v;^d^5^;i/) ^>5^;v^aes/) 




TLC :Rf 0.59 (n-^^"t?-> : g^^3^5^;u= 1 : 1) o 
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^^J3 4 (5 7) 

3- (2- ( (3-^5=-;i/- 1- (3, 5-t^ji^;]/-7 3^=.;]/) ^^?]/) itj 
;w'?^-r;i/) -4- (3, 4-t^yj\/:^u^>i^j]/:t^i^) ys^-jv) :rn 



5 




TLC : Rf 0.60 (n-^^^)'> :Wm^^Jl^= 1 : 1) o 

mmma 4 (5 s) 

3- (2- ( (3-^^;i/-i- (3, 5-s^^5^;i/:7ai-;v) i^r^jv) ±1 
10 ^wt^^f;^) -4- (3- h y7;i/;^-D^5^;i/;e-=¥^>^>i?;i/;^-d^$/) 




TLC : Rf 0.57 (n-^^D-> : S^^3:^;i/= 1 : 1) o 
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^^J3 4 (5 9) 

3- (2- ( (3-^5^;i/-i- (3, 5-s^^5^;i/7 3i— ;b) * 
;WN'^-i';i/) -4- (3, 4 rn^i 



5 




TLC : Rf 0.55 in-^^D-> 1 : 1) o 

mmm3 4 (so) 

3- (2- ( (3 1- (3, 5-i?p<5^;i/7ain;v) >b 
31 rD>>l>^ 




TLC : Rf 0.50 i-i^ttUTtsJVJ^ : ^^y'— ;i/=9 : 1) o 
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3- (2- ( (3-pt5^;i/- 1- (3, 5-S^p<^;i/7ai-;i/) itf 
;W^^>f;i/) -4- (2, 3, 6-hy 7;i/::4-D^>s;;i/:^:3(r:$^) 7 3i— 




TLC : Rf 0.50 (;i7DD7f:;i/A : ^^y— ;i/=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 7.26-7.12 (m, 2H), 7.02-6.84 (m, 6H), 6.29 (d, J = 
8.7 Hz, IH), 5.20-5.10 (m, IH), 5.11 (s. 2H), 3.00-2.92 (m, 2H), 2.70 (t, J = 7.2 Hz, 
2H), 2.31 (s, 6H), 1.84-1.54 (m, 3H), 0.98 (d, J = 63 Hz, 6H)o 



3 4 (6 2) 



4- (2- ( (3-^5^;i/-l- (3, 5-$^^^;i/7ai-;i/) 



COOH 




775 
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TLC : Rf 0.54 (^DD7^;i/A : ^^J'y'— ;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : S 7.45-7.28 (m, 5H), 7.12 (d, J = 8.1 Hz, IH), 
6.99-6.86 (m, 5H), 5.89 (d, J = 8.4 Hz, IH), 5.14 (m, IH), 5.04 (s, 2H), 2.68 (t, J = 
7.5 Hz, 2H), 2.31 (s, 6H), 2.26 (t, J = 7.2 Hz, 2H), 1.96-1.48 (m, 5H), 0.98 (d, J = 4.8 
5 Hz, 6H)o 

3 4 (6 3) 

4- (2 - ( (IR) -1- (i-y^u>-i-'< jv) 3l^;l/:Jb;w^-^-f;^) 

-4- (4--hD7iy=^S/) y3^>m 



10 




TLC : Rf 0.46 (^DD:tc;i/A : ^^y— ;W= 10:1) ; 
NMR (300 MHz, CDCls) : d 8.23-8.13 (m, 3H), 7.87 (d, J = 8.1 Hz^ IH), 7.82 (d, 
J = 8.1 Hz, IH), 7.59-7.42 (m, 4H), 7.06-6.92 (m, 4H), 6.12 (m, IH), 6.01 (d, J = 8.7 
Hz, IH), 2.88-2.76 (m, 2H), 237-2.29 (m, 2H), 2.00-1.88 (m, 2H), 1.79 (d, J = 6.6 
15 Hz,3H)o 

mmm 34 (64) 

4- (2 - ( (IR) - 1- (:^7^ix>- 1— y;!/) 3i5=-;v>b;i'n^-(';i/) 
-4- (4-T^>'7 3iy^r$^) ;i/) :7^>M 



776 
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mmms 4(65) 

5 4-(2-((iR)-i - (:h7^^>- 1— f;i/) Ji5^;i/;b;wt^-f 
-4- (4-^^;i/x;V!}^^;i/7 3iydF-^') 731-;!/) :r^>m 




TLC : Rf 0.43 (^uu:^;VA : p?^^— ;i/= 1 0 : 1) o 



10 mma 4(66) 

3- (2- ( i3-A9-;]/-l - (3, S-i^^^^-;^^^!:^;!/) 
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TLC : Rf 0.45 (ij7DP^;i/A : ^^y— ;i/=l 0 : 1) o 

mmm3 4 ce?) 

5 3- (2- ( (3-^^;i/-l- (3, 5-:^;>?^;V7i— y^J]/) itj 

7 31— -ytij-iym 




T L C : R f 0.55 n : ^ ^ — ;v= 1 0 : 1 ) o 

10 

mi^&ms 4(6 8) 

3- (2- ( (3-p«5^;v-l- (3, 5-2^^^;i/7 3i— ;p) 

-4- (2, 4-s^p«5^;p^>^;i/;4-^^') 7 rn-^i 
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TLC : Rf 0.55 (^DD3it;i/A : ;»(^>^— ;i/= 1 0 : 1) o 
3 4 (6 9) 

5 3- (2- ( (3-^^;i/-l- (3, 5-t?^^;v:7:^-;v) * 

^COOH 




TLC : Rf 0.52 (;i7Dn!^;VA : ^^y'— ;i/= 1 0 : 1) o 



10 ^^J3 4 (7 0) 

3- (2- ( (3-?f.^)\^-l- (3, 5-i^p<^;i/7a:— * 
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COOH 




TLC : Rf 0.55 (^DD3^;i/A : i o : 1) 



13 4 (7 1) 



3- (2- ( (3-p«5^;i/- 1- (3, 5->yjl^)iy:c—jV) r^jv) ij 

;w^•^-r;^) -4- (2, 5 -^p<5=-;i/^>i?;i/:^4r^» :7i^;i/) :rD/i 

XOOH 




TLC : Rf 0.53 (e7DD7iN;VA : ;i/= 1 0 : 1) o 

S^^J3 4 (7 2) 

3- (2- ( (3-^5^;i/-i- (3, 5-$^p<5^;i/7ai— A 
;wN'^-f;i/) -4- (2— 7;i/:rD-4- h ^;7;^;^-D^^;l/^>s^;^3^-=^f• 



780 
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COOH 



TLC : Rf 0.50 (^'DDJl%;i/A : ^^^—)V=9 : 1) o 

mmm3 4 as) 

5 3- (2- ( O-^^^;!/-!- (3, s-i^^^jvy:^—;^) y^jv) ij 
;W'?^>r;v) -4- (4-7;i/:tn-3 - h U7;i/:tD;^^;i/^>5^;i/:^=^ 



T L C : R f 0.50 o 03}^;i/A : ^ ^ y — ;i/= 9 : 1 ) o 

10 

^^J3 4 (7 4) 

3- (2- ( (3-^5^;i/-l- (3, 5-i?^5=-;i/7 3i— jb 
;w^^-r;i/) -4- (3-7;i/;t-n-5- hU7;i/:rn^5^;i'^>t^;v;i-=3p 




COOH 
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COOH 



F3C 



TLC : Rf 0.50 (^D05J^;l/A : ;v=9 : 1) o 

I^^J3 4 (7 5) 

5 3- (2- ( (3-p?^;i/-l- (3, 5-$;p«^;i/:7i:z;i/) :f^)V) * 

;w^^-r;i/) -4- (4-7;i/:tD-3-^DP^>j^;v:^=3pi/) 



TLC : Rf 0.50 (^nn4^;i/A : ^^5^^— ;i/=9 : 1) » 

10 

^M^J3 4 (7 6) 

3- (2- ( (3-pt^;i/-l- (3, 5-i^p«^;i/7ai^;i/) :/5=-;i/) * 

;W^^-r;V) - 4- (3-7;i/:i-p-4-^5^;V^>i^;i/:^^i^) 7 




COOH 
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TLC : Rf 0.50 (^'DnTix^l/A : ^a^y— ;i/=9 : 1) o 
^^^J3 4 (7 7) 

5 3- (2- ( (3-pt5^;i/- 1- (3, 5-i^p{^;v7:ii— y^)v) 




TLC : Rf 0.60 (^PP7ix;i/A : ;>«^y—;i/=9 : 1) ; 
10 NM R (300 MHz, CDCI3) : 6 7.19 (m, IH), 7.04-6.89 (m. 7H), 6.82 (m, IH), 6.26 
(d, J = 8.7 Hz, IH), 5.15 (m, IH), 5.07 (s, 2H), 3.78 (s, 3H), 3.00-2.92 (m, 2H), X70 
(t, J = 7.4 Hz, 2H), 2.31 (s, 6H), 1.83-1.50 (m, 3H), 0.98 (d, J = 6.0 Hz, 6H)o 

^^J3 4 (7 8) 



783 
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3- (2- ( (3-p«5^;i/- 1- (3, 5-$^;>«^;V7 3i:r:;i/) * 

m 




5 TLC : Rf 0.60 (^J7PD3f:;i/iA : T^^J^y— ;W=9 : 1) ; 

NMR (300 MHz, CDCI3) : S 7.31 (d, J = 8.1 Hz, 2H), 7.20-7.13 (m, 3H), 
6.99-6.88 (m, 5H), 6.22 (d, J = 8.4 Hz, IH), 5.14 (m, IH), 5.00 (s, 2H), 3.00-2.91 (m, 
2H), 2.70 (t, J = 7.5 Hz, 2H), 2.48 (d, J = 7.2 Hz, 2H), 2.30 (s, 6H), 1.93-1.52 (m, 
4H), 0,98 (d, J = 6.3 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.91 (d, J = 6.6 Hz, 6H)o 

10 

mmmsA: (7 9) 

3_ (2- ( (3_^5^;i,-i- (3, 5-S^;»«^;i/7 3i— ii 
;WN*^>r;i/) -4- (2, 4, 5- h U^5^;i'^>^;^;^=^^^) 
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TLC : Rf 0.60 (ti7DD7t^;i/A : ^^y~;i/= 9 : 1) ; 
N MR (300 MHz, CDG^) : 6 7.18 (d, J = 9.0 Hz, IH), 7.12 (s, IH), 7.02-6.88 (m, 
6H), 6.25 (d, J = 8.4 Hz, IH), 5.14 (m, IH), 4.93 (s, 2H), 3.03-2.90 (m, 2HX 2.70 (t, 
5 J = 7.5 Hz, 2H), 2.30 (s, 6H), 2.29 (s, 3H), 2.23 (s, 6H), 1.83-1.52 (m, 3H), 0.98 (d, J 
= 63 Hz, 3H), 0.97 (d, J = 63 Hz, 3H)o 

mmm3 4 (so) 

3- (2- ( (3-pt5^;i/-i- (3, 5-i?p<5^;i/7:ii^;i/) * 
10 ;w^^>r;i') -4- (3- h^t^y^^y^i^) ^>i^)\^:^^^) 7 

I— ;v) T'n^'?^^ 




TLC : Rf 0.62 ( n n A : ;^^>'— ;i/=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 7.30 (t, J = 7.9 Hz, IH), 7.16 (d, J = 8.0 Hz, IH), 



785 
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7.07 (d, J = 8.0 Hz, IH), 7.02-6.84 (m, IIH), 6.24 (d, J = 8.7 Hz, IH), 5.14 (m, IH), 
4.99 (s, 2H), 3.80 (s, 3HX 3.00-2.89 (m, 2H), 2.69 (t, J = 7.5 Hz, 2H), 2.30 (s, 60), 
1.83-1.50 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

5 mmms 4 (8 i) 

3- (2- ( (3-p«^;v-l- (3, 5-$?^^;i/7 3i— * 
;w^^r'f;i/) -4- (4-^ h^s>'^>i^;i':r^s>') 731— :7-n>?'?>^ 

^COOH 



^^J3 4 (8 2) 

3- (2- ( (3-^5^;i/-l- (3, 5-s^^5^;i/7;iir:;i/) * 
;Wl^-f;i/) -4- (2, 3, 4-h>Jpt h^->^>i^;^:^=^ri^) 




TLC : Rf 0.50 (^Dn:tc;i/A : ^^y— ;i/= 9 : 1) o 
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T L C : R f 0.50 uu:^)]/A /^^ J — ;i/= 9 : 1 ) o 
m&m^ 4(8 3) 

5 4-(2-((lR)-l - (:^:7^lx>- l-^r;!/) X5^;i/:«3;wt^>f 
-4- (4-S/Ty 7 :7 3i^;v) r/^j^:^^ 

r^^cooH 



NC 




TLC : Rf 0.42 (^nD:^;VA : p?^^'— ;i/= 1 0 : 1) o 
10 I^^J3 4 (8 4) 

4- (2 - ( (IR) -1- 3^5=•;^*;w^•^-r;^) 

-4- (4-T-fe5F-;i/7'^^7 3iy^^r$^) 7 r^>® 
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TLC : Rf 0.42 i^UU:iK)]/A : ^^y— ;i/= 1 0 : 1) o 

mmm3 4 (8 5) 

5 4-(2-((lR)-l - (±:7i^v>-l-^j]y) 

-4- i4-^^?VX)]/:t^-)l7^^yz^3^y^t/) -7 3^-;^) y^l/W. 



o 




TLC : Rf 0.42 (^^DD4^;VA : ^^J^y— ;i/= 1 0 : 1) » 

10 mm\Z 4(8 6) 

3- (2- ( (3-^5^;i/-l- (3, 5-$;p«^;i/:7i-;i/) zr^)Vi * 
;W^^'l';i/) -4- (4 -7;i/;^D-3-^ h^r2<'^>i?;i';^-^$<') 
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COOH 



TLC:Rf 0.54 (n — ^^i^> : Bfm3i5^;i/= 1 : 1) ; 
7.17 (m, IH), 7.10-7.00 (m, 2H), 6.95-6.90 (m, 6H), 6.30 (brd, J = 8.4 Hz. IH), 5.14 
(m, IH), 4.96 (s, 2H), 3.89 (s, 3H), 2.98-2.93 (m, 2H), 2.71-2.66 (m, 2H), 2.30 (s, 
5 6H), 1.82-1.50 (m,3H), 0.97 (d, J = 6.3 Hz, 3H), 0.96 (d, J = 6.3 Hz, 3H)o 

m&mS 4 (8 7) 

3- (2- ( (3-^^;i/-l- (3, 5-i?^^)Vy3i-jv} 

10 3L-JI/) ytij^>M 



TLC : Rf 0.54 (n-^^^)-> : g^^3i5=-;i/= 1:1) ; 

NMR (300 MHz, CDCQ S 8.33 (m, IH), 7.96 (m, IH), 7.58-7.44 (m, 4H), 7.20 

(d, J = 8.4 Hz, IH), 7.06-6.89 (m, 4H). 6.77 (d, J = 7.8 Hz, IH), 6.26 (brd, J = 8.4 Hz, 




■COOH 
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IH), 5.36 (s, 2H), 5.14 (m. IH), 4.01 (s, 3H), 3.00-2.95 (m, 2H), 2.73-2.69 (m, 2H), 
2.29 (s, 6H), 1.80-1.52 (m, 3H), 0.96 (d, J = 6.3 Hz, 3H), 0.95 (d, J = 6.3 Hz, 3H)o 

5 3- (2- ( (3-^^;i/-l- (3, 5-$^;.t^;i/7iri;i/) :!f7 

^COOH 




TLC : Rf 0.55 (n-^:5r-b-> ; mj:^;i/= 1:1); 
10 N M R (300 MHz, CDCI3) : <y 7.36 (d, J = 2.4 Hz, IH), 7.31 (d, J = 2.4 Hz, IH), 
7.20 (m, IH), 7.01-7.00 (m, 2H), 6.95 (bra, 2H), 6.90 (brs, IH), 6.24 (d, J = 8.7 Hz, 
IH), 5.15 (m, IH), 5.03 (s, 2H), 3.79 (s, 3H), 3.00-2.95 (m, 2H), 2.71 (m, 2H), 2.31 
(s, 6H), 1.82-1.56 (m. 3H), 1.41 (s, 9H), 1.30 (s, 9H), 0.98 (d, J = 6.3 Hz, 3H), 0.97 
(d, J = 6.3 Hz, 3H)o 

15 

^^J3 4 (8 9) 

3- (2- ( (3-^5^;b-l- (3, s-t^^^)\,y3L=.)\,) ^ 

)W^^-(jv) -4- i4-y:iL^^i^^>i?ji^:t=^sy) 7 31— ;i/) yu^'iy 
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TLC : Rf 0.54 (n-^^D-> : B^^3i^;V= 1 : 1) ; 
7.38-7.32 (m, 4H), 7.19-6.90 (m, IIH), 6.27 (d, J = 8.7 Hz, IH), 5.14 (m, IH), 4.99 
(s, 2H), 2.99-2.93 (m, 2H), 2.71-2.66 (m, 2H), 2.30 (s, 6H), 1.81-1.53 (m, 3H), 0.98 
5 (d, J = 63Hz,3H),0.97(d,J = 6.3H2,3H)o 

^^J3 4 (9 0) 

4- (2 - ( (IR) -1- a^5=-;P:^;wt^-i';i/) 



10 




TLC : Rf 0.48 (i^UU^j]yA : ^9J—)\/= 1 0 : 1) o 

mmm 34 01) 

3- (2- ( (3-^5^;V-l- (3, 5-i^^5=-;W7 3:^;i/) 3b 
15 ;w^^-r;i/) -4- (2-7U;v^5^;i/3l-:3eS/) 7 yu?^>m. 

791 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.47 (^DD;J^;i/A : ^tJ^^— ;V= 10: Do 

mmm 34 02) 

5 3- (2- ( (3-^^)V-l- (3, 5-s^^5^;v7i-;i/) * 
;w^^-f;v) - 4- (4-^nn-3-7;i/:tD^>s^;v:t^5/) 




TLC : Rf 0.54 (n-^^-t^-V : S^M:i^5^>'V= 1 : 1) ; 
10 N M R (300 MHz, CDCI3) : 6 7.40 (m, IH), 7.24-7.11 (m, 3H), 6.94-6.89 (m, 5H), 
6.29 (d, J = 9.0 Hz, IH), 5.15 (m, IH), 5.00 (s, 2H), 2.98-^93 (m, 2H), 2.72-2.67 (m, 
2H), 2.31 (s, 6H), 1.82-1.55 (m, 3H), 0.98 (d, J = 63 Hz, 6H)o 

^^J3 4 (93) 



792 
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3- (2- ( (3-p<5=-;i/-l- (3, 5-s^^g^;i/7air^;i/) y^i-ys/) 
;wt^-f;i/) - 4- ( (3, 5-i^pi^;i/-4-'^>s^;i/:^=^$^) 




5 T L C : R f 0.54 (n-^:¥-9-> : St^3i^;i/= 1:1); 

NMR (300 MHzi CDCI3) : 6 7.51-7.35(m. 5H), 7.18 (m, IH). 7.09 (brs. 2H), 
6.98-6.90 (m, 5H), 6.25 (d, J = 8.4 Hz, IH), 5.15 (m, IH), 4.92 (s, 2H), 4.81 (s, 2H), 
3.00-2.95 (m, 2H), 2.76-2.70 (m, 2H), 2.32 (s, 6H), 2.31 (s, 6H), 1.82-1.56 (m, 3H), 
0.98 (d, J = 63 Hz, 6H)o 

10 

«SM3 4 (9 4) 

4- (2 - ( ( 1 R) - 1 - {i-y^X/^^-l — r;i/) 3:5^;b:ij;wt^-r;i/) 
-4- (2, 3, 4, 5, Q-^l/^-yMu^ z^^J^l/) 7airi;i/) 



15 
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T L C : R f 0.47 D D3i%;i/A : ^ ^ y'— ;i/= 1 0 : 1 ) <, 
^^J3 4 (9 5) 

3- (2- ( {3-^^)V- 1- (3, 5-i^^^J]yy:^—)V) 

5 ;wN'^^;i/) -4- [e] 1, 4-s^:^-^i^>-6-'f;i/) 



T L C : R f 0.54 (n-'s^-y-V : B^3i5^;i/= 1:1); 
N M R (300 MHz, CDQs) : d 7.15 (m, IH), 6.94-6.87 (m, 8H), 6.24 (d, J = 8.7 Hz, 
10 IH), 5.14 (m, IH), 4.91 (s, 2H), 4.26 (s, 4H), 2.98-2.91 (m, 2H), 2.71-2.66 (m, 2H), 
2.30 (s, 6H), 1.80-1.56 (m, 3H), 0.98 (d, J = 6.0 H^ 6H)e 

^flS#l3 4 (9 6) 

3_ (2- ( (3-;^5^;U-l- (3, 5 ai-;v) ^5^;!/) * 
15 ;WN-^>f ;i/) - 4 - ( 2 , 4 , 6 - h U 7;v;^-p^>i^;i':r=3pS^) 7 j^-;!/) 




COOH 



794 
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TLC : Rf 0.56 (^nn>^;i/A : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.20 (d, J = 8.4 Hz, IH), 7.00-6.95 (m, 4H), 6.91 (brs, 
IH), 6,74-6.68 (m, 2H), 6.30 (brd, J = 8.7 Hz, IH), 5,15 (m, IH), 5.04 (s, 2H), 2.99- 
5 2.94 (m, 2H), 2.73-2*68 (m, 2H), 2.31 (s. 6H), 1.83-1.55 (m, 3H), 0.98 (d, J = 63 Hz, 
6H)o 

mmm3 4 (bp 

3- (2- ( (3-^5=-;v-l- (3, 5-s^pi^;i/7 3i-;i.) 
31 :rD>'^>^ 




TLC : Rf 0.56 (^DP7fv;VA : ^^J' >'—;!/= 1 0 : 1) ; 

NMR (300 MHzi CDCQ :6 739 (dd, J = 10.8, 8.7 Hz, IH), 7.28-7.18 (m, 2H), 



795 
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6.95-6.91 (m, 5H), 6.33 (brd, J = 8.7 Hz, IH), 5.15 (m, IH), 5.06 (s, 2H), 2.99-2.94 
(m, 2H), 2.93-2.68 (m, 2H), 2.31 (s, 6H), 1.85-1.54 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H) o 

^M#!13 4 (9 8) 

5 3- (2- ( (3-p«5=-;i/- 1- (3, 5-S^p<^;i/7ai::i;i/) * 



TLC : Rf 0.56 (^J7 nnj}^;i/A : ^^5^y— ;i/= 10:1) ; 
10 N MR (300 Nfflz, CDCI3) : 6 7.61 (m, IH), 7.30-7.25 (m, 2H), 7.18 (d, J = 8.7 Hz, 
IH), 6.95-6.89 (m, 5H), 6.35 (d, J = 8.7 Hz, IH), 5.15 (m, IH), 5.08 (s, 2H), 2.98- 
2.93 (m, 2H), 2.72-2.67 (m, 2H), 2.31 (s, 6H), 1,83-1.55 (m, 3H), 0.98 (d, J = 6.3 Hz, 
6H)o 

15 ^^J3 4 (9 9) 

3- (2- ( (3-^f=-;i/- 1- (3, 5-i?p<^;i/:7 3iri;i/) ::^^;i/) * 
;w^^-r;W -4- (2-tj7PD-5~ h U7;v:rDp?5=-;i/^>^;v:^=^s^) 
7 31— ^v) T^n/s^^ 




COOH 
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TLC : Rf 0.56 (^7DP3rc;i/A : J—fS/= 10:1) ; 
NMR (300 MHz, CDOa) : 6 7.S5 (brs, IH), 7.54-7.53 (m, 2H), 7.21 (m, IH), 
7.00-6.91 (m, 5H), 636 (brd, J = 7.8 Hz, IH), 5.16 (m, IH), 5.15 (s, 2H), 3.00-2.94 
5 (m, 2H), 2.74-2.68 (m, 2H), 2.31 (s, 6H), 1.84-1.56 (m, 3H), 0.98 (d, J = 63 Hz, 6H) o 



3 4 ( 1 0 0) 

3- (2- ( (3-^5^;i/-l- (3, 5-s^^^;i/:7rc-;i/) y^jv) 
JW^^-r;!/) —4 - (2, 7air:;i/) zTd 

10 v'lV^ 




TLC : Rf 0.55 (n-^:^1^-> : @IM3^5^;i/= 1 : 2) » 
^^J3 4 (10 1) 
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3- (2- ( (3-^^;i/-i- (3, -r^)\,-) * 

;w'?^-f;v) - 4- (3-S/7'^-4-7;i/;zj-D'^>i^;i/;r^i/) 




TLC : Rf 0.55 (n— x:^-9-> : @^^ji^;i/= 1 : 2) o 
^g»J3 4 (10 2) 

3- (2- ( (3-^5^;v-i- (3, 5-i^p<5^;i/7ai-;i/) * 




TLC : Rf 0.53 (n-^^-y-> : B^^ai5^;i/= 1 : 2) o 
fSSfllM3 4 (10 3) 

3- (2- ( (3-.>?5^;i/- 1- (3, 5-5^;)«5^;i/7a:-;i/) in 
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TLC : Rf 0^5 (n-^^V> : Wm^i^^fV- 1 : 2) o 

mmma 4 f i o 4) 

3- (2- ( (3-^5^;i/-l- (3, 5-$^p(^;v:7 3i-;i.) 

-4-(2,3, 4, 5, 6 — ^>iJ^7>>l/:^-D-N;>>^;i/;r:J^i.) 
7 yn^^>M 




T L C : R f 0.58 (n-^=^"y-> : f^^cc5^;i/= 1 : 2 ) o 
^g!l3 4 (1 0 5) 

3- (2- ( (3-;^5^;P-l- (3, 5 -j;^9^;i/:7 y^-))^) iti 
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JW^^-ijv) -4- (2, (hU7;i':tD^9^;i/) 

7 7'D>'1>^ 




TLC : Rf 0.55 (n-^^1f> : ®^^x5^;i/= 1 : 2) o 

mmms 4 (i o e) 

3- (2- ( (3-p{5^;i/- 1- (3, 5-S^^^;i/>'ai-;i/) zf^jv) itj 
;w^^-f;!/) -4- (2-;>if=-;i/-5-7;i/>}-D^>5^;i/:r^r5^) :7 3;-;b) 

7*0 /I >^ 




T L C : R f 0.55 (n-^:^-y-> : m^^^JV= 1 : 2 ) o 
^^J3 4 (1 0 7) 

3- (2- ( (3-p{5^;i/-l- (3, 5-i^^^;]/y:n=.jv) 
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T L C : R f 0.60 (n-^^ri^V : @^^3i^;i/= 1 : 2) o 
^^J3 4 (10 8) 

3- (2- ( (3-pt5^;i/- 1- (3, 5-S^^^;\^yjL-)U) y^-jv) * 
;w'?^-f;i/) -4- (4'- h U7;v:^Dp<^;i/- 1, i' -tr^^i^;!/- 2 



10 




T L C : R f 0.55 (n— : 1 : 2 ) o 

il:«S^J3 4 (1 0 9) 
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3- (2- ( (3-^5^;i/-i- (3, 5-i^^5^;i/7ai-;i/) * 

.COOH 




TLC : Rf 0.71 (^Dn^;i/A : ^^y— ;i/= 10:1) ; 
N M R (300 MHz, CDCI3) : 6 0.98 (d, J = 6.59 Hz, 6H) 1.71 (m, 3H) 2.30 (s, 6H) 
2.68 (m, 2H) 2.94 (m. 2H) 3.08 (t, J = 7.14 Hz, 2H) 4.16 (t, J = 7.14 Hz, 2H) 5.13 (m, 
IH) 6.26 (d, J = 7.97 Hz, IH) 6.90 (m, 5H) 7.15 (m, J = 8.79 Hz, IH) 7.29 (m, 5H) o 



13 4 (110) 

3- (2- ( (3-^5^;i'-l- (3, S-t^^^JVyj^-}]^) ij 

;wt^-r;i/) -4- (3-7ji-;i/rD2i?:3pi/) 7air^;i/) rn/'^v^ 

.COOH 




TLC : Rf 0.69 (^nDJjx;i/A : p*^^'— ;i/= 10:1) 
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^^J3 4 (111) 

3- (2- ( (3-^5=-;v-l- (3, 5-i^^^j]/y^-;v) y^)]/) 
;w\*^-r;v) -4- (2- (5-p«5^;v-2->'i-;v:t^-b-\/— ;i/-4- 

xf;i,) och^rS^) :7a^ri;i/) yxjJi>m 



5 




TLC : Rf 0.63 (^nD>fc;i/A : .><^>'— ;i/= 1 0 : 1) o 
ilMl#J3 4 (112) 

3- (2- ( (3-^g^;i/-i- (3, 5-if:^^;vya^-)V) y^jv) 

10 ;W^^-Y;i/) -4- (2-;>i5^;i/-3-^'DD^>'i?;i/:4-:5|r^') 7a;— 




TLC : Rf 0.69 (i'nD3|^;i/A : ^^y'— ;i/= 1 0 : 1) o 
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^^J3 4 (113) 

3- (2- ( (3-^^;i/-i- (3, 5-s^^^;i/:7ai-;i/) ^ 
;wt^-r;v) -4- (2- h i;7;p;tD;<5^;i/;t^^>^>i^;i/;4-^t/) 7x. 



TLC : Rf 0.56 (^^DD7|^;i/A : ^^5^^— ;i/= 1 0 : 1) o 
^^J3 4 (114) 

3- (2- ( (3-p{^;i/-l- (3, 5-S^p<5^;i/:7^-;i/) 

- 4- (2, 4-if>^ (h U7;i/2j-pp<5^;i/) ^>5^;i/;e-d^i/) 
:7 3i^;i/) 7*0/^ >^ 




COOH 





COOH 



TLC : Rf 0.64 (t?DD5^;i/A : ^^y— ;i/=l 0 : 1) » 
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mmi3 4 (115) 

3- (2- ( i3-^^A-l- (3, 5-t>;<^JV'7x.-Jl) Hj 

^COOH 



TLC : Rf 0.58 (^PP7f:;i/A : ^^y— ;P= 9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.40 (dd, J = 7.8, 1.8 Hz, IH), 7.27 (m, IH), 7.17 (m, 
IH), 7.03-6.84 (m, 7H), 6.22 (d, J = 8.1 Hz, IH), 5.14 (m, IH), 5.10 (s, 2H), 4.06 (q, 
J = 6.9 Hz, 2H), 3.02-2.89 (m, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.31 (s, 6H), 1.83-131 
(m, 3H), 1.40 (t, J = 6.9 Hz, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

mmm3 4 die) 

3- (2- ( (3-pt5^;v-l- (3, 5-$^^^;i/:7 3iri;i/) ij 
jw^^-i;]/) -A- (4-p«5=-;i^;^;i/3^-;i/^>s^;i/;^dei^) :7 3i-;i/) y 
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TLC : Rf 0.53 (^UU:^s)VA : ;i/= 1 0 : 1) „ 

m&ms 4 (117) 

3- (2- ( (3-^5^;i/-l- (3, 5-t^>^^j],y=^-j],) ^^)^,) ^ 

;wt^>r;p) -4- (2, 3, 5, 6-5^h^7;b:!r-D^>>:^;i/;r#s^) 7 

31— ^D.'iv^ 




TLC : Rf 0.47 (^J^D D7h;i/A : ^^J^y— ;i,= 1 0 : 1) « 
lljfe^J3 4 (118) 

3- (2- ( (3-p«5=-;v-l- (3, 5-i^^g^;i.7 3:r:;i.) ^5^;i,) 
;w^^-r;i/) -4- (2-i5^nD-3, 6 -s^7;i/;^n-^>i^;b:^d^i/) 7 
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COOH 




TLC : Rf 0.47 (^j7DD5tt;i/A : p<^y— ;U= 1 0 : 1) ; 
NMR (300 MHz, CDCI3) : 6 0.98 (d, J = 639 Hz, 6H) 1.70 (m, 3H) 2.31 (s, 6H) 
2.72 (t, J = 7.14 Hz, 2H) 2.97 (m, 2H) 5.16 (m, IH) 5.16 (s, 2H) 6.27 (d, J = 8.52 Hz, 
IH) 7.00 (m, 6H) 7.18 (m, 2H)o 

mmma 4 (i 1 

3- (2- ( (3-^5^;i/-i- (3, 5-s;^5^;i/7ai-;i/) :/5=-;i/) :ii 
;i/M^-f;i/) -4- (4-^^S/;i/^>i^;i/3}-^i/) 7 zruj^^m 




TLC : Rf 0.56 (^ua^jl^A : pt^y'— ;i/= 10:1) ; 
NMR (300 MHz, CDO,) : 6 7.32-7.30 (m, 2H), 7.20-7.15 (m, 3H), 6.97-6.90 (m, 
5H), 6.22 (d, J = 8.7 Hz, IH). 5.14 (m, IH), 4.99 (s, 2H), 2.98-2.93 (m, 2H), 2.71- 
2.66 (m, 2H), 2.63-2.58 (m, 2H). 2.30 (s, 6H), 1.80-1.56 (m, 5H), 137-1.28 (m, 6H), 
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0.98 (d, J = 6.3 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.90-0.86 (m, 3H)o 

mmm34 (120) 

3- (2- ( {3-^^)1-1- (3, 5-i^^5^;i/7ai-;i.) * 

5 ;W^^-f;i/) -4- (3, 4-$^aih^ri/^>i;;i/:r^ri/) 7ccr:;i/) 7°P 




TLC : Rf 0.56 (^DDs!^;VA ;i/=l 0:1); 

N MR (300 MHz, CDCI3) : S 7.17 (m, IH), 6.97-6.85 (m, 8H), 6.25 (d, J = 9.0 Hz, 
10 IH), 5.14 (m, IH), 4.94 (s, 2H), 4.09 (q, J = 6.9 Hz, 4H), 2.99-2.93 (m, 2H), 2.72- 
2.68 (m, 2H), 2.31 (s, 6H), 1.82-1.55 (m, 3H), 1.45 (t, J = 6.9 Hz, 3H), 1.44 (t, J = 
6.9Hz,3H)o 

mi^J3 4 (12 1) 
15 3- (2- ( (3-^5^;i/-l- (3, 5-i^^5^;i/7a:rL;v) 75^;!/) * 
;wt^^;i/) -4- (3 - h U7;v;*-n^^;v^:*-^>'^;i/:^=sp^') :7 3;::i 
;v) 7^D^i>^ 
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TLC : Rf 0.53 (^UU:^;]/A : 1 0 : 1) o 

3 4 (1 2 2) 

5 3- (2- ( (3-p«5^;V-l- (3, 5-S^pt^;v:7i-;v) 75^;!/) :fy 
jw^^^;]/) -4- (6-i7Dn-2-7;i/:rD-3-;>«^;i/^>2^;i/:r^r 

^COOH 




TLC : Rf 0.53 (^DD;^c;VA : ;>? ^J' y 10:1) ; 
10 N M R (300 MHz, CDCI3) : 6 0.98 (d, J = 5.77 Hz, 6H) 1.68 (m, 3H) 2.27 (s, 3H) 
2.30 (s, 6H) 2.71 (t, J = 7.50 Hz, 2H) 2.98 (m, 2H) 5.15 ( s, 2H) 5.16 (m, IH) 6.25 (d, 
J = 8.24 Hz, IH) 6.99 (m, 5H) 7.17 (m, 3H) o 

^^J3 4 (1 2 3) 
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3- (2- ( (3-^5^;i/-l- (3, 5-i^^5=-;i/7iii-;i/) T'^yV) ti 
;W"?^-f;i/) -4- (4- M;7;i/:;i-D^5=-;V5=-;^-^>5^;i/;^-:3pS/) 7 31— 




TLC : Rf 0.53 (iJ' DD/l%;i/A : p<i$'y— ;i/= 1 0 ; 1) o' 
^^J3 4 (1 2 4) 

3- (2- ( (3-^5^;i/-l- (3, 5-s^p<5^;i,7 3,-;^) 

-4- (2-iJ7DD-6-7;i/:^D-3-><5^;i/'^>i^;i/^d^ 




TLC ; Rf 0.52 (tj7DD7jN;i/A : ;i/= 10:1) ; 

N M R (300 MHz, CDCI3) : 6 0.98 (d, J = 5.49 Hz, 6H) 1.69 (m, 3H) 2.27 (d, J = 
2.20 Hz, 3H) 2.31 (s, 6H) 2.72 (t, J = 7.42 Hz, 2H) 2.98 (m, 2H) 5.14 (m, IH) 5.15 (s, 
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2H) 6.26 (d, J = 8.52 Hz, IH) 7.00 (m, 5H) 7.17 (m, 3H)o 
^^J3 4 (1 2 5) 

3- (2- ( (3-^^J]y- 1- (3, 5-S^p<5^;V7 3i-;i/) iT'^^;!.) :3b 
5 ;WN-^'r;i') -4- (2- (4-i$7aD7ai2=.;i/5=-:t) ^>i?Jl^:t^i^) 7 




CI 



TLC : Rf 0.53 (^ouMA : ^^y— ;i/= 10:1) ; 
NMR (300 MHz, CDCQ : 6 0.99 (d, J = 6.60 Hz, 6H) 1.69 (m, 3H) 231 (s, 6H) 
10 2.70 (t, J = 7.50 Hz, 2H) 2.95 (m, 2H) 5.13 (m, 2H) 5.14 (s, IH) 6.23 (d, J = 8.52 Hz, 
IH) 6.90 (m, 5H) 7.13 (m, 3H) 7.22 (m, 2H) 7.35 (m, 3H) 7.56 (d, J = 7.69 Hz, IH) o 

^^13 4 (1 2 6) 

4- (2- ( (IR) -1- (:^7^?U>- 1—Y;P) aif^;i/*;V>''^^-f ;v) 

15 -4- (4-*;i/M^-f ;i/7aiydp^') 7 31— yi^>m 
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TLC : Rf 0.23 (^UU:^)VA : ;i/=l 0 : 1) » 

mmm3 4 (127) 

4 - (2 - ( (IR) -1- — f;i/) ;v) 
-4- (4-N-^5^;i/*;W'«^'f ;v7 3iy:J|rS') :7^$'>'^ 




TLC : Rf 0.26 (^DD7fw;i/A : ^5^^— ;i/= 1 0 : 1) o 
iyfe^J3 4 (12 8) 

4- (2- ((IR) -1- (i-Z7^u>-i-y(;i) 3i5^;V:t>;W"?^>r;i/) 
-4- (4-N, N-^^5=-;i/*;W^^>f;i/7 3iy:J|pi/) 7jcr:;i/) iTtJ' > 
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TLC : Rf 0.28 (^DD7j^;VA : :A^y—J]/= 1 0 : 1) o 

mmms 4 (129) 

5 3- (2- ( (3-^^;V-l- (3, 5-i^^^)V7n^:^)V) itj 

jw^^^)V) -4- (4-^>^;i/^>$^;i/;^-#i/) 7 31— yu^^>m 

^COOH 




TLC : Rf 0.70 (^UU:^;VA : -^i^'y— ;i/=9 : 1) o 

10 mmm 34 ( 1 3 0 ) 

3- (2- ( (3-^5=-;v-l- (3, 5-$^p<5^;i/7 3i-;i/) r5^;i/) >b 
;i/n^'r;v) -4- (3- (4-^5^;i/7 3iy^r2/) ^>^;i/;j-dF$^) 
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TLC : Rf 0.75 (^DD7ix;i/A : ;<^^—J\/=9 : 1) o 

^^J3 4 (13 1) 
5 3- (2- ( (3-p^5^;v-l- (3, 5-2^^^;i/7ai-;i/) zr^ji) 
;wt^-r;i/) -4- (3-t5'DD-2-7;p;tD-6- hU:7;i/:rD;^5^;i/ 

^COOH 




TLC : Rf 0.70 (^nDT^^VA : ^^y— ;i/=9 : 1) » 
^^3 4 (1 3 2) 

3- (2- ( (3-pt5=-;v- 1- (3, 5-$^p<^;V7icz;v) :3b 
;w^^-r;i') -4- (4-:^:7;i/;rDp< ^^ir^;!/) 
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TLC : Rf 0.60 (^DU3j%;i/A : ;i/=9 : 1) » 

^#113 4 (1 3 3) 

3- (2- ( (3-^5^;v-i- (3, 5-$^^^;i/7 3i^;i/) * 
;w^^-r;i/) -4- (:7;v;rv>-2 — f;vpt^;i/:r^^) ^aizz^v) 




TLC : Rf 0.73 (^Dn3fc;i/A : ^^5^^— ;i/=9 : 1) o 
llfiB^J3 4 (13 4) 

3- (2- ( (3-;>{5^;i/- 1- (3, 5-i^;<5=-;i/7ai— ;b) 
;w^^-r;i/) - 4- (4-^5700-3- h i;:7;i/:tD^5^;v^>i^;i/;4-^s/) 
:7 3i-;i/) 7'u>'i>^ 
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TLC : Rf 0.74 (:;7DD^;i/A : p?^^— ;i/=9 : 1) o 

mmm3 4 (135) 

3- (2- ( (3-^5^;i/-l- (3, 5-$^p«5=-;i/:7a;-;i/) r^jv) jt? 
;w^^>f;i/) -4- (3-7;i/:;rD-2-p<5^;i'^>s;;i/;^:3^t/) :7ai^;i/) 




TLC : Rf 0.69 (li^UU^JVA : : 1) „ 

^^J3 4 (1 3 6^ 

3- (2- ( (3_^5^;v_i_ (3, 5--s;^^;i/:7ai-;i/) 
;w?^-f;i/) -4- (2, 3, 5- h 'J7;i>':^n^>$^;i/;r^i/) ■7x.-)\,) 
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TLC : Rf 0.77 (i^Uti^^JVA : j)i^^—;]/=9 : 1) o 

^^J3 4 (1 3 7) 
5 3- (2- ( (3-><5=-;i/- 1- (3, 5-i;^5^;U7 3ir:;i/) y^jv) ti 
;W^^-f;i/) -4- (4- (If U$;>-2— f;!/) 7 31- 




TLC : Rf 0,56 (^DOtJx^I/A : ^^y— ;i/= 10:1) ; 
10 NM R (300 MHz, CDClj) : d 8,70 (m. IH), 7,98-7.96 (m, 2H), 7,81-7.70 (m, 2H), 
7.49 (d, J = 8.4 Hz, 2H), 7.25 (m, IH), 7.16 (d, J = 8.7 Hz, IH), 6,99-6.89 (m, 5H), 
6.41 (d, J = 8.4 Hz, IH), 5.14 (m, IH), 5.10 (s, 2H), 2.96-2.93 (m, 2H), 2.72-2.67 (m, 
2H), 2.29 (s, 6H), 1.80-1.52 (m, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.96 (d, J = 6.3 Hz, 
3H)o 
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mmm3 4 (i 3 s) 

3- (2- ( 1- (3, 5-$^p<5^;i/7:n-;i.) 

-4- (3- (4-t-7^^;i/73i^it^^) ^>i;;i/;^:^$/) 
5 y3L—j]y) yuj^>m 



TLC : Rf 0.56 (^DD7j>;i/A : p^^J/y— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : <y 7.36-7.26 (m, 3H), 7.18-7.07 (m, 3H). 6.95-6.90 (m, 
8H), 6.24 (brd, J = 8.3 Hz, IH), 5.14 (m, IH), 5.00 (s, 2H), 2.99-2.93 (m. 2H), 2.72- 
10 2.67 (m, 2H), 230 (s, 6H). 1.82-1.55 (m, 3H), 1.32 (s, 9H), 0.98 (d, J = 6.3 Hz. 6H)o 

I^^J3 4 (1 3 9) 

3- (2- ( (3-^5^;i.-l- (3, 5-i^^^J]/-73^-J]y) zT^JU) itj 
;Wt^-r;i/) -4- (4-a:^;i/5^:;^-^>j;;i/;i-dF2^) 7air:;i/) rD>>^> 

15 m 




■COOH 
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TLC : Rf 0.56 (^U\Jn^}]/A : >(■ ^ >f 1 0:1) ; 
NMR (300 MHz, CDCO : <^ 7.32 (s, 3H). 7.18-7.15 (m, 2H), 6.95-6.90 (m, 5H), 
6.25 (brd, J = 8.4 Hz, IH), 5.14 (m, IH), 4.99 (s, 2H), 2.99-2.92 (m, 4H), 2.72-2.67 
5 (m, 2H), 2.31 (s, 6H), 1.82-1.56 (m, 3H), 1.32 (t, J = 7.2 Hz, 3H), 0.98 (t, J = 63 Hz, 
6H)o 

^^J3 4 (1 4 0) 

3- (2- ( (3, 5-S^p?5^;i/7ai-;i.) 

10 JW^^^JV) - 4- (4- (4-:7^l/:rn^>2^;i/;t=¥i/) 




TLC : Rf 0.56 (^'DD^;!//:, : ^^J'y'— ;i/= 10:1) ; 

NMR (300 MHz, CDQ,) : 6 7.42-7.38 (m, 2H), 7.35-7.32 (m, 2H), 7.16 (m, IH), 



819 



wo 03/016254 



PCT/JP02/08120 



7.10-7.04 (m, 2H), 6.98-6.90 (m, 7H), 6.25 (d, J = 8.5 Hz, IH), 5.14 (m, IH), 5.03 (s, 
2H), 4.96 (s, 2H), 2.98-2.93 (m, 2H), 2.72-2.67 (m, 2H), 2.30 (s, 6H), 1.82-1.55 (m, 
3H), 0.98 (d, J = 6.3 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H)o 

5 ^^J3 4 (14 n 

4- (2- ( (3-;><5=-;i/- 1- (3, 5 



TLC : Rf 0.59 (^Dn^;!/^:. : ;i/=9 : 1 ) ; 

10 N M R (300 MHz, CDOg) : 6 7.38-7.30 (m, 2H). 7.17 (d, J = 8.4 Hz, IH), 7.12 (t, 
J = 7.4 Hz, IH), 7.02-6.88 (m. 7H), 5.91 (d. J = 8.7 Hz, IH), 5.12 (m, IH), 2.73 (t, J 
= 7.7 Hz, 2H), 2.30 (t, J = 7.5 Hz, 2H), 2^9 (s, 6H), 1.97-1.49 (m, 5H), 0.97 (d, J = 
6.6 Hz, 3H), 0.96 (d, J = 6.6 Hz; 3H)o 

15 mmmzA. (i4 2) 

4- (2 - ( (IR) -1- 3i5^;V5b;W^^-f;i/) 

-4- {2-t/TJy:i^J^^) 7ac-;V) l/^J^ >^ 
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mmm 34 (143) 

5 3- (2- ( (3-^5^;i/-l- (3, 5-i;^5^;i/7:n— zr^j]/) 
-4- (3- i3-hvy)V:tu:^^)V7:ii^^^) 



TLC : Rf 0.70 (tj7Dn3^;VA : ;i/=9 : 1) o 

^^J3 4 (1 4 4) 

3- (2- ( (3-p<5=-;i/-l- (3, 5-i^p?5^;v7 3i-;i/) liJ 
;w^^'f;i/) -4- (3 -^DD-2-7;i/2j-D- 5- h »; 7;v;^-D^^;v 
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TLC : Rf 0.66 (^7UU:^}\/A : : 1) o 

mmma 4 (i 4 s) 

5 3- (2- ( (3-p<5=-;i/- 1- (3, 5-i;^^;i/7in;i/) ^5^;!/) * 

;w^^-f;i/) -4- (2, 3 7*071 




TLC : Rf 0.66 (^uxnn^;]/A : ^^y— ;i/= 9 : 1) » 

10 

mmms 4 (i 4 6) 

3- (2- ( (3-^5^;v-i- (3, 5-i;p«5^;i/7ai— r5=-;i/) * 
;WN*^-r;i/) -4- (2, 3 -i;7;i/;tD-4-;'<5^;i/^>'^;i/;t^e/) 7 
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TLC : Rf 0.36 {Wa^'^^^^ : ;P=9 : 1) o 

^^J3 4 (1 4 7) 

3- (2- ( (3-^5^;i/-l- (3, s-i^p^^^i/y'ai-;!/) zr^)\/) 
;wt^>f;i/) -4 - (3-^Dn-2-7;i/;^-D^>i?;i/:^-=¥-i/) 7 




TLC : Rf 0.33 im^h;^^^> : ^^y— ;i/=9 : 1) o 
^^J3 4 (148) 

3- (2- ( (3-^5^;v-l- (3, 5-i^;^^;v7ai-;v) 

;Wt^-r;V) -4-^ (3-^ OP- 2, 6-i^7;i/:*-n^>5^;i/:r=^S^) 7 
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TLC:Rf 0.33 (^'fb^^VV : ^ ^— ;V= 9 : 1 ) ; 
N MR (300 MHz, CDCI3) : 6 0.98 (d, J = 6.04 Hz, 6H) 1.69 (m, 3H) 2.30 (s, 6H) 
2.69 (t, J = 7.14 Hz, 2H) 2.96 (m, 2H) 5.15 (m, 3H) 6.29 (d, J = 8.52 Hz, IH) 6.94 (m, 
5 6H) 7.20 (d, J = 8.79 Hz, IH) 7.41 (m, lH)o 



f^#!l3 4 (1 4 9) 

3- (2- ( (3-;><5=-;v- 1- (3, 5 zr^;]/) * 
;W^^-f;i/) -4 - (3, 4, 5-hU7;i/;^n^>S^;i/:t^J^) 7 
10 rrnv'i^^ 

.COOH 




TLC:Rf 0.35 (J^^bp^^^VV : ^— 9 : D o 



3 4 (1 5 0) 
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3- (2- ( (3-p{5^;i/- 1- (3, 5-t^j<^jvynL~j]y) y^j]/) * 




5 TLC : Rf 0.35 (J^Yb^^k> : ^^y— ;i/=9 : 1) o 
mmm3 4 (15 1) 

3- (2- ( (3-p<^;i/-i- (3, 5-s?^5=-;i/7 3^— * 
-4- (3- (4--i7uuyj^^^-» ^>i^;\y:t^i^) 7ai 
10 yaj-i>M 




TLC : Rf 0.35 {mhji^U> : ^^5'^— ;V=9 : 1) o 
fl«EglJ3 4 (1 5 2) 
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3- (2- ( (3~^5^;i/-i- (3, 5-t^ji^)]/y3^=.))/) :/5=-;v) * 
;w^^^;i/) -4- (4- (4-7*Dt^;i/:7ai^;i/) ^>VjV:t^ty) y x. 




5 TLC : Rf 0.56 (^DD3}^;i/A : ^^y— ;i/=9 : 1) o 

mmm3 4 (is 3) 

3- (2- ( (3-^5^;i/-l- (3, 5-s^^5^;V7 3i-;i/) >?7 
;w^^>f;i/) -4- (2 -7i>'dp^'^>s;;i/:;r^$/) yu^^> 

10 m 




TLC : Rf 0.53 (^PD3l^;i/A : ;V=9 : 1) o 
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mmm 34 ( 1 5 4 ) 

3- (2- ( (3-^^)]/-l- (3, 5-j^^5^;i/:7ic-;i/) y^jv) iti 



TLC : Rf 0.51 (;57nD7^;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 0.98 (d, J = 632 Hz, 6H) 1.68 (m, 3H) 2.31 (s, 6H) 
2.71 (m, 2H) 2.97 (m, 2H) 3.82 (s, 3H) 5.03 (s, 2H) 5.15 (m, IH) 6.28 (d, J = 8.24 
Hz, IH) 6.82 (d, J = 8.79 Hz, IH) 6.95 (m, 5H) 7.18 (d, J = 8.24 Hz, IH) 7.23 (d, J = 
10 2.75 Hz, IH) 7.42 (d, J = 2.47 Hz, lH)o 

^^3 4 (1 5 5) 

3- (2- ( (3-^^;i/-l- (3, 5-t^p«^;i/7 3in;v) itj 
-4- (3 y^>i^;i/::r^^) 731— ;v) ya 

15 71 >^ 



5 
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TLC : Rf 0.44 (t57DP>t?;i/A : ^^y— ;i/=9 : 1) o 

mmma 4 (i 5 6) 

3- (2- ( (3-p<^;b-l- (3, 5-^^5^;i/7air:;i/) y^jv) ± 




TLC : Rf 0.44 (^DD4^;i/A : ;>< iJ' y — ;i/= 9 : 1) o 
^^J3 4 (1 .q 7^ 

4-(2-((lR)-l - (:^7^l/>-l->r;v) a:5^;V3!7;W^^-<;i/) 
-4- (2-rihD73:>':^S/) 7 >^ 
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r'^cooH 




TLC : Rf 0.52 i^UU^JUA : 10:1) ; 

NMR (300MHz.CDa3) '.6 1.78 (d, J = 6.32 Hz, 3H), 1.93 (m, 2H), 2.30 (m, 
2H). 2.78 (m, 2H), 6.10 (m. 2H), 6.96 (m, 3H), 7.21 (m, 2H), 7.49 (m, 5H), 7.81 (d, J 
= 7.97 Hz, IH), 7.87 (dd, J =7.20, 1.80 Hx, IH), 7.93 (dd, J = 8.10, 1.51 Hz; IH), 
8.20(d,J = 7.97Hz,lH)o 

^^J3 4 (1 5 8) 

4- (2- ( (IR) -1- (:h7^U>-l-^;i,) a^5=-;V:!i7;W^^^;i/) 
-4- (2-T^y'7at>'^r^) 7^-;!/) Z^^^l/m. 



r^^cooH 




T L C : R f 0.46 UU'^)\^J^ : ^9 J — ;i/= 1 0 ; 1 ) ; 

NMR (300 MHz. CDCI3) : <y 1.77 (d, J = 6.04 Hz, 3H), 1.91 (m. 2H), 2.27 (m, 
2H), 2.75 (m, 2H), 6.09 (m, 2H), 6.68 (m. IH), 6.81 (m, 3H), 6.96 (m, 2H), 7.11 (d, J 
= 8.52 Hz, IH). 7.50 (m, 4H). 7.81 (d, J = 7.97 Hz, IH), 7.87 (m, IH), 8.19 (d, J = 
7.69Hz,lH)o 
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^^J3 4 (1 5 9) 

4 - (2 - ( (IR) -1- (-^y^U^-l-^;],) 3^^j]yi3jW^^-(j\/) 
-4- (2-T-b5^;i/T^y 7acy:^i/) :/^>^ 



j^^COOH 




TLC : Rf 0.40 (^nD3l^;i/A : ;^^^^j\,=: 10:1) ; 
N MR (300 MHz, DMSO-d.) : d 1.55 (d, J = 6.87 Hz, 3H), 1.70 (m, 2H). 1.99 (s, 
3H), 2.09 (m, 2H), 2.62 (m, 2H), 5.87 (m. IH). 6.91 (m, 3H). 7.10 (m, 2H), 7.21 (d, J 
= 8.24 Hz, IH), 7.52 (m, 4H), 7.8 2 (d, J = 7.97 Hz, IHX 7.93 (m, 2H), 8.20 (d, J = 
8.24 Hz, IH), 8.94 (d, J = 7.97 Hz, IH), 9.44 (s, IH), 12.01 (s, lH)o 

4- (2 - ( (IR) -1- {±y^Xyiy-i-^j]y) oL^jVitDVj^^^j],) 

r'^cooH 
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TLC : Rf 0.41 (i^UU^^JVA : .X^y— ;i/= 10:1) ; 
N M R (300 MHz, CDd,) : 6 1.78 (d, J = 6.59 Hz, 3H), 1.90 (m, 2H), 2.27 (m, 
2H), 2.76 (m, 2H), 2.90 (s, 3H), 6.10 (m, IH), 6.22 (d, J = 8.40 Hz, IH), 6.77 (s, IH), 
6.88 (m, 3H), 7.13 (m, 3H), 7.51 (m, 5H), 7.81 (d, J = 8.24 Hz, IH), 7.88 (m, IH), 
8.18 (m, lH)o 

^flS^J3 4 (16 1) 

4-(2-((iR)-i - 1—( }v) cc5=-;i<'*;wN*^-r;v) 

-4- (4-p< h^i^ 7 31^^5^) ;i/) r^J^^^ 



r^^COOH 




TLC : Rf 0.15 (n-^^-y-> : B^^3^5^;i/= 1 : 1) ; 
N M R (300 MHz, CDCI3) : 6 8.18 (m, IH), 7.87 (m, IH), 7.80 (d, J = 8.4 Hz, IH), 
7.56-7.42 (m, 4H), 7.11 (d, J = 8.4 Hz, IH), 6.92-6.83 (m, 6H), 6.09 (m, IH), 5.99 
(brd, J = 8.4 Hz, IH), 3.80 (s, 3H), 2.83-2.67 (m, 2H), 2.32-2.67 (m, 2H), 1.95-1.86 
(m, 2H), 1.76 (d, J = 6.6 Hz, 3H) 

mmms 4 (i 6 2) 

4 - (2 - ( (IR) -1- ii~'7^u>-i-^)v) ;i/) 
-4- (4-7;i/:rn7aiy'^r$^) ;i/) 
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r^^COOH 




TLC : Rf 0.19 (n-^:^-9"> : f^^Ji^;i/= 1 : 1) ; 
N M R (300 MHz, CDCI3) :6 8.18 (m, IHX 7.88 (m, IH), 7.81 (d, J = 8.1 Hz, IH), 
7.55-7.42 (m, 4H), 7.14 (m, IH), 7.02-6.92 (m, 2H), 6.90-6.86 (m, 4H), 6.09 (m, 
5 IH), 5.98 (brd, J = 7.8 Hz, IH), 2.85-2.68 (m, 2H), 2.39-2.22 (m, 2H), 1.96-1.87 (m, 
2H), 1.77 (d, J = 6.6 Hz, 3H)o 

llife^J3 4 (1 6 3) 

4 - (2 - ( (IR) -1- (i-:7^]y>-i — r;i/) 3^5^;i/*;w^^^;i/) 
10 -4- (3 -7;i/:^n7iy':^^) ^ai::!;!/) 

r^^cooH 




TLC : Rf 0.22 (n-^^f-^ : gf^3i5^;u= 1:1); 
N MR (300 MHz, CDCI3) : 6 8.19 (d, J = 8.1 Hz, IH), 7.86 (m, IH), 7.81 (d, J = 
7.8 Hz, IH), 7.55-7.42 (m, 4H), 7.27-7.17 (m, 2H), 6.96-6.94 (m, 2H), 6.78 (m. IH), 
15 6.69 (m, IH), 6.63 (m, IH), 6.11 (m, IH), 6.02 (m, IH), 2.83-2.73 (m, 2H), 2.35-2.28 
(m, 2H), 1.98-1-88 (m, 2H), 1.78 (d, J = 6.6 Hz, 3H)o 
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^giJ3 4 (1 6 4) 

4 - (2- ( (IR) -1- i—f^v) 3i5=-;v*;vn^^;p) 



T L C : R f 0.25 (n-^^-y-> : mm:3^^Ji^= 1:1); 
N M R (300 MHz, CDQa) : <y 8.19 (d, J = 8.1 Hz, IH), 7.87 (m, IH), 7.81 (d, J = 
7.8 Hz, IH), 7.57-7.42 (m, 4H), 7.22-7.15 (m, 2H), 6.95-6.91 (m, 2H), 6.64 (m, IHX 
6.51-6.49 (m, 2H), 6.10 (m, IH), 6.01 (brd, J = 8.4 Hz, IH), 3.75 (s, 3H), 2.85-2.70 
10 (m, 2H), 2.34-2.28 (m, 2H), 1.97-1.88 (m, 2H), 1.77 (d, J = 6.6 Hz, 3H) o 

mm\3 4 (1 6 5) 

3- (2- ( (3-p«^;i/-l- (3, 5-s^^^;i/7ai— ;v) * 

;w'?^-f;i/) -4- (4-^DP-2, 6 ->:^yjvyi-u^>^)]/:t^-» y 
15 31— ;i/) yuj'i>m 



-4- (3-pt h^i^^aiy'^t/) 7a^r:;i/) :p^^>m 



5 
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COOH 




TLC : Rf 0.62 (^Dn:^^;i/A : ^^y—)V=9 : 1) 



13 4 (1 6 6) 



3- (2- ( {3-^^)V-l- (3, 5-$;>?g=-;i/7ai-;i/) y^^ji) 

.COOH 




TLC : Rf 0.62 (^DD:i}^;i/A : ^^y— ;i/=9 : i) 



I?|J3 4 (1 6 7) 

3- (2- ( (3-pig=-;i/-l- (3, 5 y^^;!.) 
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T L C : R f 0.62 D d4^;VA '. J — ;i/= 9 : 1 ) o 

mmmzA: (i 6 8) 

3- (2- ( (3-^5^;i/-l- (3, 5-i^p<^;i/7 3i-;i/) A 
7*0 ^"^V^ 




TLC : Rf 0.62 (t?DD3|^;i/A : ;i/= 9 : 1) o 

4 (16 9) 

3- (2- ( (3-;><^;v-i- (3, 5 ;v) zr=J-)Vi 5b 
;w^^>r;i/) - 4- (2-^^;i/-4-^ h dp$/^> j;;i/;!j-=¥^) 7ai-;v) 
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COOH 



T L C : R f 0.62 (rJ' D D3^;l/A : ^J—}\/= 9 : 1 ) o 

^^J3 4 (1 7 0) 
5 4- (2- (3-;»«^;i/-i-7ai^;i/r5^;i/) 5S7;w'?^'r;i/) -4-:7 3i 
ydr$^7 3i^;i/) r^>m 



TLC : Rf 0.31 (n-^^1^> : g^M3^5^;u= 1:1); 
N M R (300 MHz, CDCI3) : 6 0.97 (d, J = 632 Hz, 6H), 1.74 (m, 5H), 2.29 (m, 
10 2H), 2.71 (m, 2H), 5.20 (m, IH), 5.97 (d, J = 8.52 Hz, IH), 6.96 (m, 4H), 7.14 (m, 
2H), 7.31 (m, 7H)o 

^iffi^J 3 4 (17 1) 

4- (2- ( (IR) -1- (:^7^ 1— 3::5^;V:i3;WN*^-f;V) 
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-4- (2-7;i/;^-D:7aiydr^) y :7t^>^ 



f^^COOH 




TLC:Rf 0.24 :Wm:^^JV= 1 : 1) ; 

NMR (300 MHz, CDO,) : 6 8.18 (m. IH), 7.86 (m. IH), 7.80 (d, J = 8.0 Hz, IH), 
7.56-7.41 (m, 4H), 7.18-7.03 (m, 4HX 7.01 (m, IH), 6.92 (d, J = 2.8 Hz, IH), 6.85 
(dd, J = 8J, 2.8 Hz, IH), 6.13-6.04 (m, 2H), 2.83-2.67 (m, 2H), 2.38-2.20 (m, 2H), 
1.94-1.86 (m, 2H), 1.76 (d, J = 63 Hz. 3H)o 

mmms a ri 7 2) 

4- (2 - ( (IR) -1- )]y) ai5^;i.^;WN*^-i';i') 

-4 -$/^^n^^r$^;i/:^^i^7ai^;i/) 



r^^COOH 




TLC : Rf 0.15 (n-^#1^> : i^^Ji5^;i/= i ; 1) ; 

NMR (300 MHz, CDCI3) : 6 1.36 (m. 6H), 1.84 (m. 9H), 2.28 (m, 2H), 2.72 (m, 

2H), 4.12 (m, IH), 6.07 (m. 2H), 6.81 (m. 2H). 7.09 (d, J = 8.24 Hz, IH), 7.54 (m. 
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4H), 7.85 (m, 2H), 8.23 (d, J = 8.52 Hz, lH)o 

^^#13 4 (1 7 3) 

4 - (2 - ( (iR) -1- 3:.^;i':tf;w-^^-r;W 

r^^COOH 




TLC : Rf 0.45 (;j7nD7jx;i/A : pt^>^~;i/=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 1.74 (d, J = 6.87 Hz, 3H), 1.86 (m, 2H), 2.19 (m, 
2HX 2.73 (m, 2H), 6.10 (m, IH), 6.58 (d, J = 8.52 Hz, IH), 6.91 (d, J = 8.24 Hz, IH), 
10 7.02 (m, 3H), 7.19 (m, IH), 7.49 (m, 4H), 7.69 (m, IH), 7.77 (d, J = 8.24 Hz, IH), 
7.84 (m, IH), 8.08 (m, IH), 8.21 (d, J = 8.24 Hz, lH)o 

^iftfS#l3 4 (1 7 4) 

4- (2- ( (IR) -1- Ji^^-^l/A^WN'^-f;!/) 

15 -4- (2-T-fe5=-;i/7 ^1^=3^$/) 7 3i-;i/) :;^^5'>^ 
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T L C : R f 0.45 UU^^JUA J — ;i/= 9:1); 

N M R (300 MHz, CDQa) : 6 1.77 (d, J = 6.04 Hz, 3H), 1.90 (m, 2H), 2.29 (m, 
2H), 2.55 (s, 3H), 2.76 (m, 2H), 6.12 (m, J = 6.04 Hz, 2H), 6.83 (m, J = 8.24 Hz, IH), 
6.90 (m, IH), 6.96 (d, J = 2.7 5 Hz, IH), 7.15 (m, 2H), 7.45 (m, 5H), 7.79 (m, 2H), 
5 7.86 (m, IH), 8.20 (d, J = 7.97 Hz, lH)o 

■mmmzA. (175) 

4- (2- (1- (:^7^5'^>- 1 — f ;i/) 7*Ptf;i/:^;i//t^-i';p) -4- 



TLC : Rf 0.12 (n-^=^-y-> : @tMJ^5^;i/= 1 : 1) ; 
N M R (300 MHz, CDOg) : 6 1.08 (t, J = 7.42 Hz, 3HX 1.89 (m, 2H), 2.20 (m, 4H), 
2.73 (m, 2H), 5.96 (m, 2H), 6.93 (m, 4H), 7.13 (m, 2H), 7.32 (m, 2H), 7.51 (m, 4H), 
7.80 (m, IH), 7.87 (m, IH), 8.26 (d, J = 8.24 Hz, IH) » 



^^J3 4 (17 6) 

4- (2- (1- (±7^i/>-i — r;w) :r5^;i/5!3;w^^-f ;i/) -4-:7 



10 




15 
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TLC : Rf 0.12 (n-^^^•^^> : @^^j:5^;i/= 1:1); 
NMR (300 MHz, CDCI3) : 6 1.01 (m, 3H), 1.52 (m, 2H), 1.87 (m, 2H), 2.05 (m, 
2H), 2.25 (m, 2H), 2.72 (t, J = 7.69 Hz, 2H), 6.00 (m, 2H), 6.94 (m, 4H), 7.12 (m, 
5 2H), 7.32 (m, 2H), 7.50 (m, 4H), 7.80 (m, IH), 7.86 (m, IH), 8.27 (d, J = 8.52 Hz, 
lH)o 

mmma 4 (177) 

4- (2- ( (3-p<^;i/-l- (:^7i5'U>- l-^;i/) jtjjw^ 
10 ^-r;!/) -4-7 3iy:?pS/7 3:r:;i/) rTtJ'V^ 




TLC : Rf 0.18 (n-^^rlfV : lfM3i^;i/= 2 : 1) ; 

NMR (300 MHz, DMSO-d«) : 6 8.99 (d, J = 8.1 Hz, 1H> 8.18 (d, J = 8.7 Hz, IH), 

7.94 (m. IH), 7.80 (d, J = 7.8 Hz, IH), 7.62-7.38 (m, 6H), 7.24 (d, J = 8.7 Hz, IH), 
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7.16 (m, IH), 7.05-7.02 (m, 2HX 6.98 (dd, J = 8.1, 2.4 Hz, IH), 6.88 (d, J = 2.4 Hz, 
IHX 5.85 (m, IH), 2.68-2.50 (m, 2H), 2.10-2.05 (m, 2H), 1.90-1.65 (m, 4H), 1.56 (m, 
IH), 1.06 (d, J = 6.6 Hz, 3H), 0.89 (d, J = 6.3 Hz, lH)o 

5 3 4 (1 7 8) 

4- (2- ( (3-^5^;i/-i- (4-7;i/:^D-3-^5^;i/7i-;i/) :/ 
5=-;i/) :i7;w^^^>r;i/) -4-7 3iy:J!r^7 3i— ;i/) v^^Wl 




TLC : Rf 0.16 (^d.~'^^^> \Wik^'f')\^=2 : 1) ; 
10 NMR (300 MHz, DMSO-d,) .6 8.73 (d, J = 8.7 Hz, IH), 7.43-7.37 (m, 2HX 
7.24-7.13 (m, 4H), 7.07-6.95 (m, 4H), 6.83 (d, J = 2.4 Hz, IH), 4.95 (m, IH), 2.61- 
2.54 (m, 2H), 2.18 (brs, 3H), 2.08-2.03 (m, 2H), 1.75-1.53 (m, 4H), 139 (m, IH), 
0.89 (d, J = 6.0 Hz, 3H), 0.87 (d, J = 6.3 Hz, 3H)o 

15 ll]&a^J 3 4 (1 7 9) 

3- (2- ( ( (IR) _3_^5^;i,_i_ 5-i;^5^;i/:7ai-;i/) 
:r^;i/) :«7;W'?^>f;i/) -4- (3-pt h^2/7a;>'^r^) 7ai^;i/) 
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TLC : Rf 0.52 (i'DD3l^;i/A : J—^/- 10:1) ; 
NMR (300 MHz, CDOj) : 6 0,96 (d, J = 6.32 Hz, 3H), 0.97 (d, J = 6.32 Hz, 3H), 
1.75 (m, 5H), 2.30 (m, 2H), 2.29 (s, 6H), 2.73 (t, J = 7.69 Hz, 2H), 3.78 (s, 3H), 5.13 
5 (m, IH), 5.94 (d, J = 8.52 Hz, IH), 6.56 (m, 2H). 6.66 (m, IH), 6.95 (m, 5H), 7.19 
(m,2H)o 

^ji(R#l3 4 (1 8 0) 

3- (2 - ( ( (IR) -3-^5^;i/-l- (3, 5-S^^5^;i/7ai-;i/) 
10 *;w^^'f;i/) -4-73:y:^$/7ai-;v) 7'n7'?>^ 

^COOH 



TLC : Rf 0.57 (i^'fb;><5^V> : J'«^>'— >>^=9 : 1) ; 

NMR (300 MHz, CDQa) : d 7.40-7.30 (m, 2H), 7.17 (d, J = 8.1 Hz, IH), 

7.16-7.09 (m, IH), 7.04-6.82 (m, 7H), 6.19 (d, J = 8.4 Hz, IH), 5.13 (q, J = 8.4 Hz, 
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IH), 3.08-2.92 (m, 2H), 2.71 (t, J = 6.9 Hz, 2H), 2.29 (s, 6H), 1.80-1.50 (m, 3H), 
0.96 (dd, J = 63, 1.8 Hz, 6H)o 

• 3 4 (18 1) 

5 3- (2- ( ( (IR) -3-^^;V-l- (3, 5-^^5^;i/7ai-;i/) 

^7;wt^-f;v) -4- 2 — r;^) 




TLC : Rf 0.55 (^j7nD7}x;i/A : j^tS'y'— ;i/=9 : 1) ; 
10 N M R (300 MHz, CDCI3) : 6 0.96 (d, J = 6.32 Hz, 3H), 0.97 (d, J = 632 Hz, 3H), 
1.68 (m, 3H), 2.28 (s, 6H), 2.68 (m, 2H), 3.01 (m, 2H), 5.14 (m, IH), 6.64 (d, J = 
8.24 Hz, IH), 6.88 (s, IH), 6.95 (s, 2H), 7.34 (m, 5H), 7.69 (m, 2H)o 

3 4 (1 8 2) 

15 3- (2- ( (4- (3, 5 -S^pl^;i/7 3:-;i/) >>i— t Kd 4 - 
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COOH 



Cxj 



o 



TLC:Rf 0.35{n-^^i)->:mm:^^)V:mm=10 0 : 1 0 0 : 1) ; 
N M R (300 MHz, DMSO-d J :6 1.89 (m, 2H), 2.20 (s, 6H), 2.35 (m, 2H), 2.46 (m, 
J = 7.48 Hz, 2H), 2.84 (t, J = 7.48 Hz, 2H), 3.68 (m, 4H), 6.81 (s, IH), 6.91 (d, J = 
5 2.75 Hz, IH), 7.02 (m, 5H), 7.17 (m, IH^ 7.30 (d, J = 8.52 Hz, IH), 7.41 (m, 2H), 
8.55 (s, IH), 12.10 (s, lH)o 

1^^J3 4 (1 8 3) 

3- (2- ( (4- (3, 5-i^y^^;i^Z7^-;v) ^s— t Kd l^^ >- 4 - 

^COOH 



TLC : Rf 0.47 (^DD;^;i/A : ;^i5^y— ;i/=9 : 1) ; 
N M R (300 MHz, CDCI3) : S 2.22 (m, 2H), 2.32 (s, 6H), 2.44 (m, 2H), 2.67 (t, J 
= 7.28 Hz, 2 H), 2.95 (t, J = 7.28 Hz, 2H), 3.77 (m, 2H), 3.92 (m, 2H), 5.07 (s, 2H), 
15 6.35 (s, IH), 6.90 (s, IH), 6.98 (dd, J = 8.50, 2.75 Hz, IH), 7.04 (d, J = 2.75 Hz, IH), 
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7.07 (s, 2H), 7.18 (d, J = 8.50 Hz, IH), 7.39 (m, 5H)o 

m&m 3 4 (1 8 4) 

3- (2- ( (4- (3, 5 -$^^5=-;V7 3i^;i/) ^'S— t ^♦Pt^^>-4- 
^COOH 




TLCrRf 0.46 (^DDj}^;1/A : j^^^— ;i/= 9 : 1) ; 
N M R (300 MHz, CDCI3) : S 2.23 (m, 2H), 2.32 (s, 6H), 2.47 (m, 2HX 2.68 (t, J 
10 = 7.28 Hz, 2 H), 2.96 (t, J = 7.28 Hz, 2H), 3.87 (m, 4H), 5.19 (d, J = 1.92 Hz, 2H), 
6.41 (s, IH), 6.90 (s, IH), 7.06 (m, 5H), 7.22 (d, J = 8.50 Hz, IH), 7.31 (m, 2H)o 

^^J3 4 (18 5) 

3- (2- ( (4- (3, S-V^^JVZ^ai—)]/) >?1— t lf^>-4 - 
15 ^J]/) p!3;WN'^^;i/) -4- (2, 3, 6-hV:7JV:^ti^>i^)V:t^i^) 
7x— 7*D/^>^ 
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TLC : Rf 0.4O (^i7DD>i^;!/A : ^tS^y'— ;i/=9 : 1) ; 
N M R (300 MHz, CDCI3) : S 2.23 (m, 2H), 2.32 (s, 6H), 2.47 (m, 2H), 2.67 (t, J 
= 7.28 Hz, 2H) 2.96 (t, J = 7.28 Hz, 2H), 3.85 (m, 4H), 5.13 (s, 2H), 6.49 (s, IH), 
5 6.90 (m, 2H), 7.00 (dd, J = 8.52, 2.75 Hz, IH), 7.06 (d, J = 2.75 Hz;, IH), 7.08 (s, 
2H) 7,20 (m, IH), 7.20 (d, J = 8.52 Hz, lH)o 

3 4 (1 8 6) 

3- (2- ( ( (IR) -3-y^^)l^-l- (3, 5-t^;^^JVy3^-;\y) 

XOOH 




TLC : Rf 0.40 (^DD5f;;i/i:, : p<^y— ;i/=9 : 1) ; 

N M R (300 MHz, CDCQ : 6 0.98 (d, J = 6.32 Hz, 6H), 1.67 (m, 3H), 2.31 (s, 6H), 

2.69 (m, 2H), 2.95 (m, 2H), 5.04 (s, 2H), 5.14 (m, IH), 6.24 (d, J = 8.52 Hz, IH), 
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6.90 (s, IH), 6.96 (m, 4H), 7.17 (m, IH), 737 (m, 5H) o 
^^J34 (1 8 7) 

3- (2- ( ( (IR) -3-pi^;V-l- (3, 5-i^p«5^;i/7 3i-;i/) 

5 :i7;w^^-f;i/) -4- {2-'i7uu-Q-yMu^:yVM^ty') 



TLC : Rf 0.40 (^nn7f:;i/A : ;i/=9 : 1) ; 

N M R (300 MHz, CDCO : 6 0.98 (m, 6H), 1.70 (m, 3H), 2.30 (s, 6HX 2.70 (m, 
10 2H), 2.97 (m, 2H), 5.15 (m, 3H), 6.28 (d, J = 8.79 Hz. IH), 6.90 (s, IH), 6.94 (s, 2H), 
7.03 (m, 3H), 7.21 (d, J = 8.52 Hz, IH), 7.29 (m, 2H)o 

^^J3 4 (1 8 8) 

3- (2- ( (4- (:^>'^J'l/>- l-i';w) /I— t Kntf^>-4— f ;v) 
15 :*7;wt^-r;i/) -4-7 3iy^Sx7airi;i/) ^D>'i>^ 




COOH 



847 



wo 03/016254 



PCT/JP02/08120 




COOH 



o 



TLC : Rf 0.50 (^Dn4^;i/A : ^iJi'y— ;i/= 9 : 1) ; 
N M R (300 MHz, CDCQ : 6 2.49 (m, 4H), 2.83 (m, 4H), 3.92 (m, 4H), 6.88 (s, 
IHX 6.98 (m, 4H), 7.19 (m, 3H), 7.34 (m, 3H), 7.48 (t, J = 7.82 Hz, IH), 7.72 (d, J = 
5 639 Hz, IH), 7.78 (d, J = 8.24 Hz, IH), 7.86 (dd, J = 8.24, 137 Hz, IH), 8.33 (d, J = 
8.52 Hz, lH)o 

^<iai3 4 (1 8 9) 

4_ (2- ( (4- (:^7:5'^>- i--r;v) z'-^— t. 
10 :j!j;WN*^-f;v) -4-7 3i>':3p>>7 3i-;i/) 

r^^cooH 



T L C : R f 0.29 (n-^=3E^t>-> : B^^J^^^-;!/ : ffl^^= 5 0:5 0:1) ; 
NMR (300 MHz, DMSO-d«) : 6 1.56 (m, 2H), 1.91 (t, J = 7.55 Hz, 2H), 2.08 (m, 
2H), 2.35 (m, 2H), 2.77 (m, 2H), 3.82 (m, 4H), 6.73 (d, J = 2.47 Hz, IH), 6.99 (m. 
15 3H), 7.16 (m, 3H), 7.39 (m, 3H), 7.47 (d, J = 7.69 Hz, IH), 7.63 (d, J = 7.42 Hz. IH), 
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7.78 (d, J = 8.24 Hz, IH), 7.89 (d, J = 7.14 Hz, IH), 8.61 (d, J = 8.79 Hz, IH), 9.06 (s, 
lH)o 

mmm 34 (i 9 0 ) 

5 4-(2-((4-(3, 5 -^p«5^;i/7ai-;i/) y'l— t ^♦Dlf^>-4- 
r^^cooH 



T L C : R f 0.35 (n-^^-b-> : B^^3i5=-;P : i^K= 5 0:50:1) ; 
NMR (300 MHz, DMSO-d.) : 6 1.72 (m, 2H), 1.88 (m, 2H), 2.11 (t, J = 7.55 Hz, 
10 2H), 2.21 (s, 6H), 2.38 (m, 2H), 2.59 (m, 2H), 3.63 (m, 2H), 3.74 (m, 2H), 6.82 (s, 
IH), 6.90 (d, J = 2.75 Hz, IH), 7.01 (m, 3H), 7.07 (m, 2H), 7.17 (m, IH), 7.25 (d, J = 
8.52 Hz, IH), 7.42 (m, 2H), 8.51 (s, lH)o 

mmmsA (i 9 i) 

15 3- (2- ( ( (IR) -3-^^;\y-l- (3, 5 -i^p<5=-;V7iri;i/) 
r5^;i/) :ij;w?^-r ;i/) - 4- (2, 3, 6-hVyJ^:tu^lyi^jl/:t^t/) 
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COOH 



TLC : Rf 0.49 (^DD3^;i/A : ;i/=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 0.97 (m, 6H), 1.68 (m, 3H), 2.30 (s, 6H), 2.69 (m, 
2HX 2.95 (m, 2H), 5.11 (s, 2H), 5.17 (m, IH), 6.27 (d, J = 8.52 Hz, IH), 6.93 (m, 
5 6HX7.17(ni,2H)o 

5 5 

7 -:^n^^5=-;i/^TU > 



10 7-;<5=-;Vt?x'>J> (5 0g) OT^-feh-hU^V (1.2L) ^IC. N-::^ 

( 5 1 omg) mn^. ^U7 s'cx'SO'Q'^mm^ito ^mm^mmv^ 

zk (IL) ^m^L. iSS*55ibT. UTcDi^44fil5&W-rs^M<b'^ (7 
6 g) ^^^o 

15 N M R (300 MHz, CDa,) : d 7.69 (d, 9.6 Hz, IH), 7.46 (d, J = 8.1 Hz, IH), 7.34 
(d, J = 1.8 Hz, IH), 7.30 (dd, J = 8.1, 1.8 Hz, IH), 6.43 (d, 9.6 Hz, IH), 4.52 (s, 2H)o 

##^J5 6 

7- (2, S-S^^^l/^^D^iy'dpe^^^^;!/) ^^x'UV 
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0mm5 BHW^Ltd^t'^ (4 0g) . 2, 5-t^-7JV:tuy3^^-jV 
(21.8g) ^ (46.4g) ^DMF (2 5 0ml) iC^^U 6 O'C 

fee 

N MR (300 MHz, DMSO-dtf) : 6 8.05 (d, J = 9.6 Hz, IH), 7.74 (d, J = 7.8 Hz, IH), 
7.46 (brs, IH), 7.41 (brd, J = 7.8 Hz, IH), 7.32-7.18 (m, 2H), 6.78 (m, IH), 6.49 (d, J 
= 9.6 Hz, IH), 5.30 (s, 2H)o 

3- (2-\i\fVi^iy-4- (2, 5 -$^7;i/5rD :7 3i^ ^rt^^9^;i/) 7 a; 




##«?!J5 BT^MBb/fe-fb-^ (43.9g) ^ffi^/^-C. ##^?!I4 2 h|^:|t<Dlift 

^fefr^fcoTx uycommi^mir^mmih-^ (46.5 g) <scf§fco 

N M R (300 MHz, DMSO-d«) : 6 10.4 (s, IH), 7.84 (d, J = 16.2 Hz, IH), 7.64 (d, 
J = 7.8 Hz, IH), 7.26 (m, IH), 7.16 (m, IH), 6.98 (s, IH), 6.89 (d, J = 7.8 Hz, IH), 
6.77 (m, IH), 6.61 (d, J = 16.2 Hz, IH), 5.15 (s, 2H), 3.70 (s, 3H)o 



##^J5 8 
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3- (2-tKD#i'-4- (2, s-t^yjvy^uyj^^^i//'^)]/) 



##^?IJ5 7 -VW^htc^it-^ (46.5 g) ^fflV^-C^ IIM^J2 4 ill^^O^f^ 
5 *ff5&o-Cx JilT©^14ffi5fe^t-SSIia^b-^ (23.6 g) ^mtdo 

NM R (300 MHz, CDCI3) : 6 7.20 (s, IH), 7.10 (d, J = 7.8 Hz, IH), 7.01 (ddd, J 
= 10.5, 9.0, 5.4 Hz, IH), 6.96-6.91 (m, 2H), 6.71 (m, IH), 6.58 (m, IH), 5.03 (s, 2H), 
3.70 (s, 3H), 2.92-2.88 (m, 2H), 2.74-2.70 (m, 2H)o 

10 ^mm 5 9 

3- (2->i3;i/4^^S^-4- (2, 5-S^7;i/:rD7 3iy:3p$^p«5=-;V) yx. 



##0!I5 8T"M3tU:fe'fb-^i^ (2 5 Omg) ^fflV^T^ ##^ni4 4-^## 

15 m4 5 t.mm<Dmi¥^n^^Xs iikyo'^mM.^m-r^^m.it-^ ( 1 9 3 

mg) ^n^c 

N M R (300 MHz, CDQa) : 6 8.11 (d, J = 1.8 Hz, IH), 7.59 (dd, J = 8.1, 1.8 Hz, 
IH), 7.38 (d, J = 8.1 Hz, IH), 7.04 (ddd, J = 10.5, 9.0, 5.1 Hz, IH), 6.74 (ddd, J = 9.6, 
6.6, 3.0 Hz, IH), 6.62 (m, IH), 5.11 (s, 2H), 3.67 (s, 3H), 3.38-3.33 (m, 2H), 2.74- 





852 



wo 03/016254 



PCT/JP02/08120 



2.69 (m, 2H)o 

mmms 5 

3- (2- ( (3-^5=-;v-l- (3, 5-$^^5^;v:7rc— ti 

5 ;WN*^'r;V) -4- (2, b-i^y)\^-tT2yx.J^%/;^^)]/) 7" 




10 m-^nito 

TLC : Rf 0.51 (i^Dnj^;VA : 10:1) ; 

NMR (300 MHz, CDCQ : d 0.99 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
2.72 (t, J = 7.00 Hz, 2H), 3.03 (m, 2H), 5.06 (s, 2H), 5.16 (m, IH), 6.31 (d, J = 8.24 
Hz, IH), 6.61 (m, IH), 6.73 (m, IH), 6.90 (s, IH), 6.96 (s, 2H), 7.04 (m, IH), 7.29 (d, 
15 J = 8.24 Hz, IH), 7.41 (m, 2H)o 

#^^J6 0 

3- (2- h ';:7;i/:^Dp<iJ7>x;i/3itJp$/-4- ;i/-l — 
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COOCH, 



13 



yuj-^>m^^Jl:s^^y^JV (l.00g) ^ffiV^T^ ##^J4 4 illqlMcDlif'^^&ff 

NMR (300 MHz, CDCQ : 6 7.57 (m, IH), 7.42 (d, J = 2.1 Hz, IH), 7.32 (d, J = 
8.1 Hz, IH), 7.12 (d, J = 8.1 Hz, IH), 7.04 (s, IH), 6.32 (t, J = 2.1 Hz, IH), 3.67 (s, 
3H), 3.02 (t, J = 7.5 Hz, 2H), 2.64 (t, J = 7.5 Hz, 2H)o 

3- (2- (5-7jt-;i/— 1 -^>5^-;i/) -4- (j^^y^— j — ^ 

^COOCHa 



(3ml) ^^l::. 5 -y i -^y^y (1 g 5mg) ^ ( h ij 
7ai-;i/;J>;^7^» /^•^i;e/Ai;^D^; K (5 4mg) > 3^4m (4 4 
mg) , 3e7Yb7^h^:/5=-;i/:7'>^-H7A (8 4 8mg) ';3i5=-;i/ 

(0.6ml) ^ia^, ^ux'-mmwLTco Rmm^iZTkmu^, m 
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mvx. &rf(Dm^m^m-r?>mmib^ (i2 8mg) sftfco 

N M R (300 MHz, CDCI3) ; 6 7.55 (d, J = 2.1 Hz, IH), 7.37 (d, J = 2.1 Hz, IH), 
5 732-7.16 (m, 7H), 7.05 (dd, J = 7.8, 1.8 Hz. IH), 6.28 (t, J = 2.1 Hz, IH), 5.26 (s, 
2H), 3.62 (s, 3H), 3,08 (t, J = 7.5 Hz, 2H), 2.78 (t, J = 7.5 H^ 2H), 2.65 (t, J = 7.5 Hz, 
2H), 2.44 (t, J = 7.5 Hz; 2H). 1.97-1.87 (m, 2H)o 

^flte^JS 7 

10 3- (2- (5-7 3^-;i/^>^;i/) -4- (if^y— 1— 
7 31— ;i/) yu/i>^ 



II35S^»J3 (SOOmg) CD^tJ^^-;!/ (3 ml) mm 

fc:. 1 0%/'?7$^«>AiK^ (3 0mg) ^Sn^s 7jc|g^HMTx ^M-??-B^5 

mOTHF^Mts lN7j<^Yb:^hUe?A7K^^g (2ml) :}3J;I>V^y — 
;i/ (2ml) *in^. ^-C— l!fe^*^b?fe:o SJ!S^it*lNi^T*#'^PU 
i^^a:^;i/-e*ftaibfco ;^^5fe7k:}3it;fga5BJ:fti^Jc-t!^#b. Wm.-^^^ 

20 mmx^x. iiXT(DmEm.-^^-t^wmi\u-^ (2 2 0mg) ^ntto 

TL C : Rf 0.50 (n-^^"t^> : B^^ai^;i/= 1:2) ; 




COOH 
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N M R (300 MHz, CDCl,) : 6 7.54 (d, J = 2.1 Hz, IH), 7.35 (d, J = 2.1 Hz, IH), 
730-7.25 (m, 2H), 7.19-7.11 (m, 4H), 6.99-6.96 (m, 2H), 6.27 (t, J = 2.1 Hz, IH), 
5.26 (s, 2H), 2.94 (t, J = 7.8 Hz, 2H), 2.63-2.55 (m, 6H), 1.70-1.52 (m, 4H), 1.45- 
137 (m, 2H)o 

5 

3- (2- (5-7 3i~;v- l-^>7^-;i/) -4- — r 




10 T;^=^>#H^T^ ##«»I6 OT-M^tUife'ffci^ (133mg) ©DMF 
(1ml) ^Wiiz^ 7nu>m (1 2 9mg) . 5^h^=3px ( h U 7 
X^-fV) ^^^S^^A (3 9mg) :iSJiV^V >mib V (144ing) ^ 

mmm^mr^mmib'^ (is ims) &f#fco 

N MR (300 MHz, CDCQ : d 7.54 (m, IHX 7.38 (d, J = 2.1 Hz, IH), 732-7.16 (m, 
6H), 7.11 (d, J = 7.8 Hz, IH), 7.01-6.97 (m, IH), 6.57 (d, J = 15.6 Hz, IH), 6.27(t, J 
= 2.1 Hz, IH), 6.13-6.03 (m, IH), 5.27 (s, 2H), 3.65 (s, 3H), 2.97 (t, J = 7.8 Hz, 2H), 
20 2.67 (t, J = 7.8 Hz, 2H), 2.54 (t, J = 7.8 Hz, 2H), 2.30-2.22 (m, 2H), 1.86-1.75 (m, 
2H)o 
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liai^J39 (1) ^3 9 (2) 



3- (2- (5 -y 3^=.)]/- i-^>^-)i) -4- (t:^\;— 1— r 

^COOH 



10 TLC : Rf 0.45 (n-^^1^> : Bt^Ji5^;i/= 1:2); 

NMR (300 MHz, CDCI3) : ^ 7.54 (d, J = 2.1 Hz, IH), 7.38 (d, J = 2.1 Hz, IH), 
732^7.27 (m, 3H), 7.22-7.18 (m, 4H), 7.05 (dd, J = 8.1, 2.1 Hz, IH), 6.28 (t, J = 2.1 
Hz, IH), 5.25 (s, 2H). 3.09 (t, J = 7.8 Hz, 2H), 2.80-2.68 (m, 4H), 2.44 (t, J = 6.9 Hz, 
2H), 1.97-1.87 (m, 2H)o 



^^J3 9 (2) 

3- (2- (5-7jtr:;i/- l-^>7^-;i/) -4- (If^y— 1 — < 



5 
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T L C : R f 0.50 iTi-^^V-> : f^^3i^;i/= 1:2); 
N M R (300 MHz, CDCI3) : 6 7.55 (d, J = 2.1 Hz, IH), 7.38 (d, J = 2.1 Hz, IH), 
5 7J1-7.27 (m, 3H), 7.21-7.11 (m, 4H), 6.99 (dd, J = 8.1, 2.1 Hz, IH), 6.57 (d, J = 
15.6 Hz, IH), 6.27 (t, J = 2.1 Hz, IH), 6.08 (dt, J = 15.6, 6.9 Hz, IH), 5.28 (s, 2H), 
2.98 (t, J = 8.1 Hz, 2H), 2.70-2.56 (m, 4H), 2.30-2.22 (m, 2H), 1.86-1.76 (m, 2H) o 



^^#|J6 1 

10 3- (4- (tf^y— ;i/-l — - 2-t h•D^^2/p^5^;l/7ai- 




3- (4- (if^y— 1 — r;wp«^;i/) -2-*;v>i^=3p5>7 3i-;i,) 

rD>'-?>^^5^;i/J^::^7^;i/ (SOOniff) 0^R7JcTHF (8.0ml) ^^Slc, 
15 0"C-C:jK^>-7"h^t. KD7^>^CDTHF (3.2ml) ^^?STU 
^?a-?!2^^^#Ufeo ^^U:;t?7>-7^h^t. h*P7^>^#CDTHF 

(3.5ml) mi^m^. immmniytcio sjic^^»iw^x^»p^^ 
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1:2) x*mmLx. &.T(Dm&m^m-r^mmih^ (4 2 omg) 

5 TLC : Rf 0^9 (^DD^;i/A : ^^y— ;i/= 1 0 : 1) ; 

N M R (300 MHz, CDCI3) : 6 7.75 (m, IH), 7.34-7.06 (m, 4H), 6.32 (t, J = 2.4 Hz, 
IH), 5.34 (s, 2H), 4.74 (d, J = 4.8 Hz, 2H), 3.67 (s, 3H), 3.02 (t, J = 75 Hz, 2H), 2.70 
(t, J = 7.5 Hz, 2H), 223 (m, lH)o 

10 ##^J6 2 

3- (4- r;i/^^;i/) - 2- (i, 3-i>:t>^v-( 



#%^J6 l-eglBbfc^b-griKJ (4 2 0ing) ©THF (4ml) mmi^. 
0 'C-e h U ^ > (035m 1 ) ^XV^j^^ ^ D U K (0.13 

ml) ^ip^. 3 OiS^F^^j^ufeo H;;s^§M^3^$^D;t^ mm^^jvxmm 

20 ^«IL> ^^T-7^;w ^ h** u A ( 3 7 0 mg) ^ia^^ 3 ^ISi^^ U 

859 
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ycD^mm^m-r^^mit-^ 02 omg) ^^^^o 

5 TLC : Rf 0.63 : i^^Ji^;i/= 1 : 2) ; 

NMR (300 MHz, CDCQ : 7.91-7.82 (m, 2H), 7.79-7.70 (m, 2H), 7.44 (m, IH), 
7.32 (m, IH), 7.15 (d, J = 7.8 Hz, IH), 7.08 (m, IH), 6.99 (m, IH), 6.20 (t, J = 2.1 Hz, 
IHX 5.23 (s, 2H), 4.89 (s, 2H), 3.69 (s, 3H), 3.17 (1, J = 7.8 Hz, 2H), 2.67 (t, J = 7.8 
Hz,2H)o 



3- (4- (l^^y— ;V- 1 - 2 -T^y 



15 ##^f!J6 2"C^b;fe:'fb'^ (3 0 Omg) ® 1, 2-5^^DDai^>(l 
m 1 ) *5 J:trp< ^ (1ml) mWLK. ^MX t K ^ > 1 TklPtJ (0.043 

ml) mn^. 6 O'ctf-Rfegstj^bfeo ^^^?a^fe^s^•r•^^^^ 7jci;ia 

^> i^^:ii5^;i/-tfaaibfeo *^*Jijj®bT3- (4- (l-l^^\/-;i/ 

T^M'fb^^&tffeo m^nrcih^m^^t:>'^. mmm (5 mi) <&5n;tT 



10 



#0 6 3 
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^.m^^-t^mm^t-^ (19 omg) ^ntco 

TLC : Rf 0.09 (^UU'^;]/A : pt^^y— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : ^ 8.24 (m, 3H), 7.81 (d, J = 2.1 Hz, IK), 7.46 (d, J = 
2.1 Hz, IH), 738 (m, IH), 7.27 (d, J = 7.8 Hz, IH), 7.16 (m, IH), 6.28 (t, J = 2.1 Hz, 
5 IH), 5.30 (s, 2H), 4.12-4.00 (m, 2H), 2.87 (t, J = 4.5 Hz, 2H), 2.62-2.40 (m, 2H)o 

mmm4 o 

3- (4- (tf^y— 1 — i';!/^^^-;!/) -2- (i~y^v>-2-^ji^ 

^OOH 



0mm6 Sl^mtVt^^h-^ (9 Omg) (Dmhj^^U> (4ml) ^WL 
iZ^ 0"CT?h 'JJi^;PT^> (0.13ml) ^^XJ^2-±-7^U>itj)V:r^>m^ 

u^-( K (6 5mg) ^m^. o-CT?3 o^mimi^tsLo R^^mL^2Nm 
^^?y-;i/= 10 0:1) -^MMbts iikTcoiim.m^m'r^mmit-^ (4.5 

mg) S^feo 

TLC : Rf 0.40 (^dd:^;1/A : ^^^—J\/= 10:1) ; 
NMR (300 MHz, DMSO-d,) : 6 9.10 (t, J = 6.3 Hz, IH), 8.48 (s, IH), 8.33-7.84 
20 (m, 4H), 7.77 (d, J = 2.1 Hz, IH), 7.68-735 (m, 2H), 739 (d, J = 2.1 Hz; IH), 7.28- 
7.12 (m, 2H), 7.04 (d, J = 8.4 Hz, IH), 6.21 (t, J = 2.1 Hz, IH), 5.28 (s, 2H), 4.54 (d. 



10 
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J = 6.3 Hz, 2H), 2.93 (t, J = 7.6 Hz, 2H), 2.64-2.40 (m, 2H)o 

3- (4- (y^'^V—Jly-l-^jiy.^)],) -2- (4-^>vr^;H:f/^^ 
5 r;U) 7'D^>^a;5^;i/a:X7^;b 



(6 Omg) :iQ^lI2-Vi^^u^:^t/)]/-;^y(^y^ J -2' - (N, N-i^pC 
5=->»l/T^y) (4 8mg) (O^J:^^^:^ (3ml) :}3J:t;ft--^ 

10 iS^^'-^P (3ml) ^^-fe^H7A (5 9 8mg) . 3-(2-3- 

K-4- (lf^\/-;i/-l— f;i,^5^;i,) 7:ii:r;i.) rD-^>^(5 0 0m 
g) *JcttKlf-^^^^> (2 2 6mg) ^^JD^, 1 0 0»CT-5^TO^^b;feo 

7';b=f>#ffl^T. nm^Uit/^^]y:^ (2ml) {z^^u 0-CT-^> 

y-r;b^^DU h- (cismi) ^sjivtrus^^ (o.4mi) sjo^. Mmr^2m 

•^(3 0 6mg) ^f#;feo 
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TLC : Rf 0.45 : S^^cc5^;i/= 1:2) ; 

NMR (300MH2,CDCl3) : 6 8.00 (d, J = 16.2 Hz, IH), 7.58-7.42 (m, 8H), 6.90 
(d, J = 8.4 Hz, IH), 6.82 (s, IH), 6.38 (d, J = 16.2 Hz^ IH), 6.32-6.30 (m, IH), 532 
(s, 2H). 4.25 (q, J = 7.2 Hz, 2H), 3.95 (m, 2H), 3.61 (m, 2H), 2.98-2.85 (m, 4H), 133 
5 (t,J = 7.2Hz,3H)o 

liaB^J4 2 

3- (2 - (N-^>^/-f';i/i:f^^$;>- 1 — r;v) -4- 



10 




©mitSfx^CoTJ^TO^^tSfig^^^S^M^b-^ (2 1 Omg) S#^o 
T L C : R f 0.45 (Bf ^3i5=^;i/) ; 

NMR (300 MHzi CDCQ : d 7.56 (d, J = 2.1 Hz, IH), 7.43 (s, 5H), 7.39 (d, J = 
15 2.1 Hz; IH), 7.18 (d, J = 8.4 Hz, IH), 6.93-6.91 (m, 2H), 6.29 (t, J = 2.1 Hz, IH). 
5.28 (s, 2H), 3.92 (m. 2H), 3.57 (m, 2H), 2.99 (t, J = 7.8 Hz, 2H), 2.91-2.84 (m, 4H). 
2.69 (t, J = 7.8 Hzi 2H)o 

20 3- (4-.?< h^s^^ h=^^-2- (:^7^j^i/>-2— f;M5^;i/jb;i/n^ 
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5 T L C : R f 0.51 D nj|^;VA : p?;^ ^— ;i/= 1 0 : l ) „ 

|g;gS^J4 4 

2- (5-t h*D:3pt«'p<5^;u-2- (:^7t$'^>-2-^;M5^;^) -<v^ 



10 




mmM4 3'^m^\.tciib^ (6 7 2mg:) cDp^^y-;!. (7ml) ^ 

{c. mmtiv^A (4 7 8mg) ^ip^, 3^^^fliLfeo j^nm^^m 
15 (3ml) *AD^, immmn^^. mmvt^o nmizmmi^i^^^y 

(lOml) :feJ:tJf4N^^>^;t^i^>^^& (10ml) ^m^. 2 

^bT. i;tT©4^14#[S;fr«^M<b^ (3 0 Omg) ^mtzo 
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TLC : Rf 0.26 (ff^^ai5^;b : h;i/a:>=2 : 1) ; 
NMR (300 MHz, CDCl,) : 6 7.93 (s, IH), 7.85-7.74 (m, 3H), 7.71 (s. IH), 
7.58-734 (m, 5H), 5.35 (d, J = 15.3 Hz, IH), 4.84 (m, IH), 4.81 (s, 2H), 4.59 (d, J = 
15.3 Hz, IH), 3.58 (s, 3H), 2.84 (dd, J = 15.9, 5.4 Hz, IH), 2.62 (dd. J = 15.9, 6.9 Hz, 
5 lH)o 

mmm4 5 




^^J4 4T-^bfe'fb^ (8 5ing) <£fflV^T^ ^^?!)5-»||»J6 
i:l§I1i©^Y^^ff«CoT. OT©%14fiS^^-rS*i®Yti^ (2 9mg) * 

TLC : Rf 0.46 (^DD3jx;i/A : ^^yf^jv= 10:1) ; 

NMR (300 MHz, DMSO-d«) : 6 7.90-7.78 (m, 5H), 7.68 (d, J = 8.4 Hz, IH), 7.57 

(d, J = 7.8 Hz, IH), 7.53-7.44 (m, 2H), 7.40 (d, J = 8.4 Hz, IH), 734-7.25 (m. 2H), 

7.06-7.00 (m, 2H), 6.94 (m. IH), 5.22 (s, 2H), 5.21 (d, J = 153 Hz, IH), 4.76 (m, 

IH), 4.58 (d, J = 153 Hz, IH). 3.02 (dd, J = 163, 4.2 Hz, IH), 2.69 (dd, J = 16.5, 7.2 

Hz,lH)o 

SfiteM4_5_XLL 
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2- (5- (4-2/5^^ -2- (:^7^5' V >- 2 — f ;i/ 

^COOH 



TLC : Rf 0.46 (^DD7^c;i/A : ^^y-;i/= 10:1) ; 
NMR (300 MHz. DMSO-d«) : 6 7.91-7.35 (m, 14H), 5.29 (s, 2H), 5.21 (d, J = 
15.6 Hz, IH), 4.77 (m, IH). 4.59 (d, J = 15.6 Hz, IH), 3.02 (dd, J = 16.5, 4.2 Hz, IH), 
2.69 (dd, J = 163, 7.2 Hz, lH)o 

mmm4 5(2) 

2- (5- (t^\/~;i/- 1 ->r;i/^5=-;i/) -2- (:^7^5^^>-2 

^COOH 




CN 
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TLC ; Rf 0.27 (^UUMA : ^^y— ;b= 10:1) ; 
NMR(300 MHz, CDCl,) : 6 7.84-7.62 (m, 5H), 7.57-7.33 (m, 7H), 630 (t, J = 2.4 
Hz, IH), 5.41 (d, J = 15.0 Hz, IH), 5.40 (s, 2H), 4.78 (m, IH), 4.52 (d, J = 15.0 Hz, 
5 IH). 3.02 (dd, J = 16.2, 4.5 Hz, IH), 2.51 (dd, J = 16.2, 8.7 Hz, lH)o 

m&m4 5 (3) 

2- (5- i-^ ji^^ji,) _2_ (:^:7^lx'>-l-^;b 

^ v-r > K u >- 3 >- 1 —Y;!/) 

^COOH 



V^T^^»|2-^►^^aJ3 ill^^CD^ft^ffJ&oTx mTCD^KJ'S'lit^^-r-S;^ 

TLC :Rf 0.23 n P;n;V'A : y — ;i/= 1 0 : 1 ) ; 

N MR (300 MHz, CDQa) : d 8.16-8.08 (m, IH), 7.88-7.77 (m, 2H), 7.73 (his, IH), 
7.58-7.33 (m. 8H), 6.29 (t, J = 2.1 Hz^ IH), 5.86 (d, J = 15.3 Hz, IH), 5.39 (s, 2H), 
4.66 (d, J = 15.3 Hz, IH), 4.54(dd, J = 93, 3.3 Hz, IH), 3.12 (dd, J = 15.9, 3.3 Hz, 
IH), 2.48 (dd, J = 15.9, 9.3 Hz, lH)o 

^^J4 5 (4) 

2- (5-7 3iy=3p$/'^^;i/-2- (3-p<5^;i/- l-^ai-;!/^^^-;!/) ^ 



10 
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mmm4 4-eM^bfc^b^^c^a^^s<b-^i^<£Mv^T. mmm4 5 tm 

TLC : Rf 0.62 (^DDjf;;i/A : p(iJ^y— ;i/= 1 0 : 1) » 

^^-^mT^mi 1 0 om^nito 

• (2E) -3- (2- (2~ (r^7^57V>~2-^;i/) ozhr^S') -4- 

5 0 Omg 

• >m'^^^i^^A mmm) i o o s 
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m m <D 1^ m 

1. -fiS^CI) 




0) 



5 (Sl^fx RMi-COOH> -COOR\ -CH2OH. -CONR^SOaR^^ 
-CONR''R\ -CH2NR^S02R^ -CHgNR^COR^s -CHgN 
R8CONR5S02R^ -CHaSOgNR^COR^^ -CHzOCONR^S 
OiR\ T^h^^/— ;K 1,2, 4-;r=¥1^S^7'\/— ;i'-5-:r>> 1,2, 
4 -;^=SF1^-S^TV^— ;v- 5 -5^;*->x 1, 2, 4 -5^TS^T^/— 5 
10 1, 3-^T'JVi^>-2, 4-i^:^>^ ^tci±l» 2, 3, 5-:r^-y-5=-T 
i^T^J—)V- 2 U 

R*j±c i'-6T;i/=¥;i/*feii- (c i-'4t;i/=¥^» -r"s 

R"{±2[C^is C l~4T;V:34r2^> -COOH^ C 1 -4 
::^;K *:^c{±-CONR'R«^^t)U 

15 R^(i7jc*M^*fe{iC l~6T;i/^;v<£^t)U 
R«tt. (i)c i-'6t;i/^;k 

(u) l'-5^©R^*S•Cg^^l^tb•rv^%*^^5V^tiflllSife©C3'-l 
20 (iii) l~5^^DR"S-eMi^l$^^-CV^:5^p*SV^tt|^ftgt^l<DC3'-l 5©^ 

C 2 ~ 6 T;i/=¥-;i^<&^t> U 
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(ii) C 1 ~ 6 t;1/^>>K 
(iv)-COR"s 

(vi) l~5MCDR^2Sl:Mil^tlTV^-5i)»^SV^^±^Etfe0C3~l 5 ®# 

10 ^©1^31{c:J:^TBm^tuTv>:sc l'-4T;i/:3p;i/*^t)U 

R"{i:. (i)7K^M-? 

(ii) C 1 ~ 6 T)V^)K 

(iii) l~5i®©R"«-eg|fe^ntV"»SA^2feSV>t±^gil©C3~l 5CD# 

(iv) l~5M®R^2»T-g|^^tlTV^§A^$>§V>{±^gil®C3~ 1 5 0# 

3^©:^^fc<^;•^TMgl$nTV^SC 1 — 6 7;i/dp;K C 2 — 6 T;i/-irr:;i/ 

R"Ji> (a) CI ~ 6 p^;i/=^;k (b)C l~6T;i/n=;!ri^, (c)C1~6t;v^ 
(d)7\ne7'>MdFx (6)CF3x (f)s^7'y. (g)-hD. (h)2fcm^ 
(i)-COOR". (j)-NHCOR". (k)-S02R", (l)-NR"R". (m) 
CI ~ 4 7;^=^p;l/abSV^^±:^=?PV■??g^g|^^^TV^S^»*:5l^^i^Rft^feCDC 3 
25 ~7 0#^j^^]^. (n)C l~4 7';V^;^^^V^{±3^-=^rV•?fSm^^^TVASiP 

i^^\^^i^mm.m<D3^7m(DM^^mm. ^tcitMju^^m. -coor". 
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-NHCOR". a5^V^^i-NR^^R^«^c:J;o-tg^fe^i^-CV^a 
C 1 - 4 T)V^JV^mt> Us 

R''{i7Jc^^> c 1-^4 7^;^^)^ 7ai-;K 7 (C l~4) 

5 R "(i C 1 ~ 4 U 

R"43a;tJfR"^±-?tl-?n^3ib■c^ 7KlgM^> C1-'4t;pJp;k 
■7x.=.;v (0 1—4) T;i/^;V5fe^t>u 
R"J±C 1 -4 U 

At*, imm^. 

10 (u)Cl~6 7';i/^l/>x 

(iii) C 2 — 6 7;V'Jr— V >s 

(iv) C 2 ~ 6 

(v) -0- (Cl--3T)l^U» > 

(vi) -S- (C l~37';i/=^P» > 

15 (vii)-NR2o- (C 1'-3T;1/=¥V» . 

(viii) -CONR"- (C 1~3T;1/=3PV» . 

(ix) - (C l~3 7';i/=3rV» -O- (C1~3T;1/^P» . 

(x) - (Cl'-3T;mrV» -S- (Cl-'3 7';i':^V» . 

(xi) - (ci~3t;i/#v» -nr2°- (c i-'3t;i/^v» > 

20 (xii)- (C 1'-3T;V=¥1^» -CONR*^- (Cl'-3:P;i/dfl/» ^ 

(xiii) -Cy c 1^ 

(xiv) - (C1^4TJV=^V» -Cycl. 

(xv) -Cycl - iCl-^4T?V^\y» *^t)U 

(a)C l-STA^^;!/. (b)Cl~6 7;i/33=^:^. (cVND'y>J^^. (d)CH 
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Fa. (e)CF3. (f)0CHF2. (g)0CF3. (h)zlc^^ KP^i^i/ (C 

1~4) TJV^)K 

C 2 ~ 5 Ti^)l^mt> U 
5 R^Ht7}mM^^fti± C 1 ~ 4 T;V^JV^^t> U 

Cy c iJic i-'6T;i/:^;k C i-'6 7';i/n:^F-2^> c l'-6 7';^:^;^5=^;t^ 
C2-'6T;i/>5r-;K C 2 - 6 T;i/=^r:;K /AD/f^M^. CHFa. CF3. 

s v^ti^gife© c 3 ~ 7 (D^Mmmm. ^ 3 - 7 mo^^^^^^^^jd 

10 

B^i±C3~12©#^a&SV>Ji-^<D^S. tfeti3~l 2MO#^^ 

R 2 ?i C 1 ~ 6 T;1/:^;K C 1 ~ 6 TJl^=i C 1 - 6 C 2 

-6:r;i//r-;i,^ C2-'6 5';i/dp-;K >'nP^7'>M^. CHFa. CFg. - 

mtiO. l*fett2§^t)U 

-D-R3*s-A-Rnc:^LTBS{C;r;i/h ^-^M-a-^ S n ii 1 * 
fcti2^^t> U 

-D-R3*J-A-R»K:^U-rB^fc:^;i.htta^©ttm-eM^-rS:^tt, 

(1) (i)- iC1^4T)V^\y>^ C2-4T;i/-ir-lx>*fe{iC2~4 7 
-Cyc2. 

(n)- (C 1'-4t;1/^V>) -Z-Cyc3> 

(iii)-NR2<«R25^ -S (O) pR2«, -NR"C0R2\ -NR^as 

O2R28, 43J:t;f-NR^«CONR^R^«A^^,5l«nSJt{;IJ;oT§^$*LTV^ 
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s c 1 ~ 4 

(iv)C 1~4t;1/Zi:^$/ (0 1 — 4) TJVzi^i^^ -NR23COR2\ -CO 
R^. -OS02R2\ -NR2»S02R".:feJ;yf-NR^»C0NR2*R2SA.^, 

5 (v) l~5i®<?)R3°t?«|^^tfr:fe«3. A^o^© ^ 1 McDR^°J»-r^© 1 
fim^©^iLg(Cg|feLT C 3 ~ 7 ^fti^ 3 ~ 6 M©#3g 

(vi) 1 — 5ffl0R3°T?g|«|$K-tl>Si?>^^;S C 8 - 1 5 ©#^. 

10 a^^. 

(vii) -T~Cyc 5. 

(vm)-L-Cy c 6- 1^ -L- (C 3^6 S^^D7';i'=^;V) ^ -L-CHa 
- (C3~6S/^DT;i/=ap;i/) , -L- (C2-'4:p;1/:^1^» -Cy c 6- 
2. :feJ;tjf-L- (C l-4P';i/:^l/» C y c 6 - 3 A^e»31fSfuS» 
15 4'> C3-6S^^DT;^dp;Hil~5ffl©R«'^c:J:oT^^^^TV^SA^fe:S 

(2) (i):7niy:^sy, 

20 (iv) C 1 - 4 T)}^u^i/ ( C 1 ~ 4 ) * fcJi: 

(v)- (C 1~4T;1/:^V» -O-'-^Vi^^K 

(3) (i) C 2 ~ 6 T;i/>5r -;k 

(ii) C2~6T;i/^-;w 

(iii) l-'3<@®>^Npy >J1^ Id J: o TSil^ tit v> * C 1 — 6 T';!/^;^^ 

25 (iv)^'7»y. 
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(vi) -NR^'R^x 

(vii) -CONR«»R'". 

(vui)-S (O) p- (Cl~4) TJV^-JW 
(ix)-S (O) P-CHF2. 
5 (x)-S (O) p-NR^«R^\ 

(xi) -O- (C3 — 6) T;i/=3i^-;K 

(xii) -0-CHF2. ^tzit 

(xiii) C 3 — 7 P TJV^Jl^mt) U 

R^n^Jc^M^N c 1 ^ 4 -SO2- (01-4) fefi 
10 c 2 5 rs^;^^^*) u 

R2^{±7jc^^. c i~4t;1'=3p;k :7:cri;i/^fett7 3i-;i/(c 1~4) 

(C 1-'4T;1/^^1/» -Cyc4<fe^t>U 
15 R^^JiC l~4T;i/^r;V^fettCyc4^^foU 

R^'itTkmrn"?-. C 1 ~ 4 t;1/#;K -OR2s^fe}±Cyc4 <l:mt) 
R2«{±C 1~4T;1/^;K Cy c4*;fcti- (C 1 — 4 -Cy c 
4^^t5U 

R^«J±7l<5^S^x C 1 4 t;1/^;K Cyc4^fef* (01—4 T?]/^ U » 
20 - C y c 4 ^^iD U 

R^°«± 0 1-8 -rjV^JW C 1 - 8 aps/, C 1 ~ 8 •r;]/^J\/^:t^ /ND 
-y^M^s CFa. OCF3. SCF3. CHFgs 0CHF2> SCHFz^ 7j< 
t/7J^ -hn, -NR"R3*. -C0NR"R3^ ;t^;i/^;K C2~ 

5ri^;K th*D:^>> (ci~4) T';^^;^ c i~4:7^;i/Z2:^!ri^ (ci — 
25 4) t;i/^;k c i~4T;^^;i/5=-;t (Cl-'4) t;i/:^;k - (Cl~4 
7;i/=¥v» -CONR'^R'^ -SO2 (ci~4) 7^;v=5p;k -nr^^c 
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O- (Cl~4) -rjl^JV, -NR23S02- (CI -4) T^V^JK ^>^J 

-f)K :a-^v> C3~7©#^j^^, 3-^7 mcom^m. - (ci- 
5 R'°^(DC3-'7(D^Mmmm:isj:vi3--7m<Dmmmmmit. i-s-ooi^; 

T®(a)Hl)fc:^^afc:J;o•rg^^l$tlTV^T% : 
(a) C 1 - 6 (b) C 2 6 T;]y^=.JK (0)02- 6 TJV^-JW (d) 

C 1'-6t;I/32:^>X (c)C1^6TJV^)V^:t. if)^\U^>M'?^ (g)CH 
F2. (h)CF3> (i)-hD. (j)>>Tys (k)zk^^ (l)T^y; 
10 MH:-0-^ -S-s Cl~4r;V^r^X -O- (C 1 ~4 T;1/=^V» 

-s- (c i-'4:F;vdFV» - (c i~4 7';i/dpix» -o-. 

15 Cy c2^±l-'5fflCDR30{c:J:o-tg^^l^nT^.^S**fe:^>V^^i^llS^feCDC3 

Zi±-0-. -S (O) -NR22-^ -NR^^CO-^ -NR^SOg-x 
-NR''- (C1~4T;V^I^» -S (O) p- (ci^4t;v^u» 
20 -> -O- (C2-'47;i/:¥lx» -NR^CO- (C 1^4TJV^U» ^ 

pJiO. l*;fei*2^^tou 

Cyc3«l~5 McDR««ti J; o TMIfe^tvT V^ ^ 5 V^H:MgiSI© C 3 

25 ^SV>{*H^©^^^mt)U 

Cyc4{il~5 j®©R30{c: j; ^ Tgife^tUT V^ S V^H:mg^© C 3 
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-1 2©#^$.SVH*-^©i^^^^ ^fcf*3~l 2M©#^&5V^^±^^ 

-NR"-x -O- (C1"-4T)V^U» -S (O) p- 
(C l~4 7;i/=Jpl/» *:fe:J±-NR22- (C l~47';i/^V» 
5 t)U 

C y c 5 f± 1 5M<0R'''l^:«t o•ceife;^H-CV^5 A»^SV^^*Mig^^CD 3 ~ 

10 Cy c 6 - l^±sifi^-rlM^y.±CDR'°T^^t^TV^^7I:— 

Cy c 6-2}i. l~5M<^)R^°^cJ:^Ta^^t^TV^i>^^fe^V^{*^^0 

c 3 - 6 oMmm^m^mt) Us 

15 0 7-15 ©#^> iim^tai^-^^^^mt) 

R^'*5J;tJfR^^{i^t^^n^tebT^ 7j<^M^x CI-^ATJV^M 

NR'^R^ilbT lM<O^^M?x *Jfett^(OflbK:^MiF> Ml^M^^SV^ 
jlJS tvS -^7^ nM^ 1 b•CV^-C%J:v^3'-6M 

20 ^mmm^mt> u 

(2) mmm^. ^mm^. m^m^^^^xmmm^ti^^jm^fi^m^a^ 
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miz^^x, - (CH2) y- yt±i~4<^^t>^o ) ^mmi^x^ 

(3) ^mm^. m^m^. mmm^is^x^mnm'?ifi^mitfi:hm^7-- 

v^T*J:<^ *fe3^^^±l'>'2 0M®R'"■?fgife^tlTV^T*<J:<x $e>fc: 
^-M{3;&oTs - (CH2) y-^?15^bT<ta;v\ 

R^°ti^ (a)C l-ST'^WK (b) C 2 ~ 8 7';i"5rr:;K (c) C 2 - 8 TA^r 
10 r:;K (d);r^Vx (e)/ND>;'>J!i^. (f)CF3. (g)7k^3£. (h)Cl-6T 
(i) C 2 ~ 6 7';i/>^^;V3h^r5^s (j) C 2 - 6 T)\y^=.;V:t^t>^. (k) 
OCF3. (1)-S (O) p- (Cl~6) T}V^)W (m)-S (O) p- (C 
2-6) T)l^^-M (n)-S (0) p- (C2~6) T}V^=.JV. (o)C2~ 
5T$^;K (p)Cyc9> (q)C l~4T;vn=3i=-S^ (Cl~4) 
15 (r)>'^D^>M^^ CF3^ OCF3. 2k^^ S^:?^^'. CI -4 T;1/=3^5/. 
-S (O) p- (Cl~6) :7';1/^;K Cy c 9. ^Sctth'C l~4T;i/ndpi/ 
(C 1-4) 7';i/3:3p5/A*^,31{^tl^Sl*fe:«i:2^-^g^$tVTVASC 1 
— 8 C 2 ~ 8 7;i/^r-;i/^;fe|iC 2 — 8 TJ]/^-?]/^mt>Ti!s^^ 

20 2M®R*'}±^n^*Sj©'^bTV^S^M©M^^i-i^^c:^^T^ C 3~ 1 5 

<D^S*^*>U *fe^iK^^*3J;t/f^5lttC 1'-4t;i/^;k ci- 

4 0 2-5 S O ^ (01 — 4 T;V^r;i/) . 7 -;k 

25 J:t;^7 3i^;i/ (Cl~4) T;W^*^e)Jl«tt'5^1~3MT*S^fe^tvTV^ 
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Cyc9{il~5 ji©R«T*gJft^tlT V^S A^^i ^5 V^^±^|l^© 0 3-6© 

-4^;!/^^^^^ (Cl~4) TJl^JW ^\U^>m^^ CFg^ 0CF3^ S 
5 CF3> zfc^^ 7jx;i/^;K C2~5T$/;K -SOg- (Cl~4) 

t;i/:^;k -nr^'co- (c i-4) T;i/^r;K ^>v^>f ;^*fcJi:r=^vs 

R'Ji^ (1) C 1 ~ 6 ^ifeti 

(2) l~5M©R^2^»@il^nTV>^A^^SV>ti^gift<DC3~l 5CD#^ 
Rf2{i^ (a) c 1 ~ 6 (b)c l~6T;i/r3:^e^, (c) C 1 - 6 t;!/:^ 

;i'5^;r^ (d)/ND>5»'>M^, (e)i^7y> (f)CF3> (g)CHF2. (h)0CF3. 
(OOCHFa. (j)SCF3> (k)-NR«R*\ (D-SO^R^ (m)-NR*« 
15 COR«, (n)7jc^^ io):t^V. (p)C l'-4:7';VrJ:3^S^ (Cl~4) 

(q)CyclO^ (r)Cl~6T;i/:^rl/>-Cy c 1 0. (s)-CO-C 
y c 1 0. (t)-W-Cy c 1 0^ (u)- (C l~67;i/^^>) -W-Cy 
clOx (v)-W- (C1'-6:p;1/^V» -CyclO. *feJ±(w)- (C 
1'-6t;1/^^» -W- (Cl~6T;i/dpV» -CyclO^^tJU 

20 R^«:fecttKR«t±^n-?n3(Sicb-t. 7jcmM^*;fe«±c 1 - 4 

R^«Ji7jci^MdF* fett CI ~ 4 -r?v^))/^mt> bs 
R*'tt7jc^^* ci ~ 4 7;i/:^r;v^^t> 
25 Cyc 1 Ofi^y.T©(a)~(j)t:^rg^d>e»i^i^tii, l~5-(0CD»T-gm 
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m. 3 ~ 1 2 mosm^ t < it~m<om.mm^mt> u : 

(a) C 1 ~ 4 (b)C 2'-'5TS^;K (c)C l'-'4T;mdF^; (d).'^ 

ny>M^F> (e)7j<^. (f)-hD> (g)^7'^^ (h)7'^>^ (OCFax (j) 

0CF3^ 

5 -S (O) p-*feJ±-NR^»-S^t>U 

2. -JiS^ (I) tfx nAsi*:fe(i2'C-^t)x 
10 Q*s, ( 1) (i)- (C l~4T;V^rlxX C2-4T;i/'!7-~^>^:fe:{iC2 
'^4T)V^—U»- - Cy c 2^ 

(ii) - (C1~4t;1/^V» -Z-Cyc3s 

(iii) -NR2*R=^\ -S (O) pR2^ iy^y. -NR23COR2\ -NR^^ 
SO^R^K *5<fct;?-NR"CONR'*'*R26d»?,3gj^tl«^K:J:oTTO^tV 

15 T V>S CI ~ 4 7))/^)W 

{iw)Cl^ AT (Cl~4) T;i/=3^i/. -NR23C0R2', -CO 
R2\ -OSOzR^s, -NR^^SG^R^B^ :feJ;tJf-NR23C0NR2*R2 

(v) l'-5M0R^°■^ig^fe$^^^::}3D^ A^o^o^-^ iMcDR^^ttfes^-T^® 
20 l<ftmf.©teg(c:g^bTVA^C3 — 7©#^j^^^^ *fe{i3-'6M®# 

(vi) l-5^0R«°•??ai^|$tvTV^S*»afeSV^^±^gg|©C8-'l 5©#3gx 

25 (vii)-T-Cy c 5. 

(vm)-L-Cyc 6- 1^ -L- (C 2-4 T;!/^!^^) -Cyc6-2x 
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:feJ:tj?-L- (C 1~4t;1/=5PI^» Cy c 6 - 3 t)^ 

DAS. (1) ^M^. ^m^iis^v^mnm^is'^mi^fi^m 

5 (2) ^M^43J;imitM^^*^^jSt^tii>M^3-' 

sR^^i:— M{c:«fcoT- (GHz) y-^mmhx%x\,^mm<DfSimiiztm 

10 ©-fb-^o 

3. D*s. (1) ^M^s ^^H^s mmM^*5J:«^j!f-?*^&M« 
15 J:vMi5^©l5H 2 fc:iB18©<b^o 

ttsjm^ 3 — 6 M ^ ^ ?>mmm-^ ^ d . ^ ©^ff icriais-^* ^ it^m^ 

20 J;<> ^^iZjS^m^. R^^i^-^bTV^§iM^^3g^bTV^§R^°{i. R^ 
©gi^-C$>^R*2^-^ic::Q:-:3T- (CHa) y-^mmhX'h ^\,^m^<D 

5. — (I) nifil^rciit2X&V)^ 
25 (2) 
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(iii) lih-D^e/ (Cl'>'4) t;v^)W 

(iv) C l~4:F;i/rmr5^ (CI --4) ^itlt 

(v) - iC1^4T)V^\y» -O- (Cl~47;i/^lx» -Cyc7-e* 

5 DA^s (2) ^M^^ mmmi^. M^M^:fej;-a?aMM^*»^^«nsii 

10 JcfBSO'fb'^o 

6. -jilS;^ (I) nybSl*fc^±2T'feD^ 
QAS (3) (i)C2~6T;i/'5r^;K 

(ii)C2'-6 7';i/^~;K 

15 (iii)l'-3'l@<^>/^Dy>M?fc:a:^-Cg^^l^t^T^/^-5C l~6T;V:3|r;i/, 

(v) ^hD, 

(vi) -NR^^R^\ 

(vii) -CONR«»R'»\ 

20 (viii)-s (O) p- (01 — 4) 

(ix) -S (O) p-CHFz. 

(x) -S (O) p-NR»«R3\ 

(xi) -O- (0 3 — 6) 

(xii) -0-CHF2. 

25 (xm)C3~7$^:^7D7';I/dE^;^T*$>D^ 
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5 7. — JiS^ (I) i+i, nAS0T?2fet). 

(1) j^M^. ^^M^. ^^^*5«fctm^M9^*^e>SIKti*iE^ 

(2) mmm^s iK^M^:j3j;imMM^*^e.^iin5M^3~ 

■r*J:<^ ^fe^i^mi-l 20©R4°T*Sa^^tfrv^T^J:<. ^^t;: 
R^*^^-a•bTV^;2>M^^3g^^bTV^SR4°^i. R^ogii^Xzfe 
5R^2^-Mti:&oT- (CHg) y-*^figLT%<J:V^|f^®|igHlfcf3lK 

15 

8. —m^ (I) n*so, l^fc{i2T-fet). 

Q** (1) (i)- (Cl-47';i/^lxX C2-'4:F;i/'ir-^>^^(iC2~ 
4 5';i/^r-V» -Cyc2. 
(ii)- (Cl~4T;b#V>) -Z-Cyc3^ 
20 (m)-NR2*R2\ -S (O) ^R^\ i/^y. -NR^^COR"^ -NR^a 

(iv) C l~4'T;^3^t/ (C1^4) 7;i/r3:^^^ -NR2«COR2\ -C 
0R28, -OSO2R28, -NR23S02R^\ ^J;l>*-NR23C0NR2'' 

25 R2«**$,M«n:5S^ 

(v) l~5^0R3°T®^fe$^^T:^3t)^ jipo^®^-^ IMOR'^ttiSj-ras© 
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1 mmo^m^wmhxi^^^hc 3-7 (ommmmm. ^r^its-^e mom 

(vi) 1 — 5 MOR " "Tgm^tlT S A^feS V^^±^lig^feCD 0 8 — 15 (D^m^ 

5 mmms 

(vu)-T-Cy c 5x 

(vm)-L-Cyc 6- 1^ -L- ( C 2 - 4 T;i/=3|r » -Cyc6-2* 
tclt-L- (C 1-4t;1/=^V» q-Cyc6-3. 
(2) (i)yj^J:irt^^ 

10 

(iii) hKD^r$/ (0 1-4) -rjV^JW 

(iv) Cl~4T;i/=3^r$/ (Cl~4) 7^;!/^;^ 

(v) - (C l~4:r;i/dpp» -O- iCl-'4T?V=^]y» -Cyc7. * 
15 (3) (i)C2-'6 7;v>^r:;K 

(ii)C2~6 7';vdp^;w 

(m) 1 ~ 3{i(^>^^D>5''>M^tc:a:oTgtg|^^^t:v^-5 c 1 - 6 

(v)::^hD, 
20 (yi)-NR33R3\ 

(vn)-C0NR3*R3\ 

(vm)-s (0) p- (Cl~4) t;i/#^;k 

(ix) -S (0) p-CHFj, 

(x) -S (O) p-NR33R34^ 

25 (xi)-O- (C3~6) T;i/if--;K 

{xii)-o-CHF2s *:fei± 
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(xiii) C 3 — 7 ^ D 7';i/=¥;i/-e^ D ^ 

DAS. (3) ^mmir. ^mm^?. mmm^:is^xmnm'f'if^^mitfi^m 
'^^-e^/^T^)J:<^^:fc3ti^^±l~2 o^oR^°'rg|fe$tiTv>T*)<t<s 
T^SR^^Ji-i^tc^eoT- (CH2) y-<£J^^LT*J;vMi5R0igHlK: 

9 . ^t-^mifi 

10 (1) (2E) -3- (2- (:^7^?V>-2-'f;Vp« h^^» -4- (t:^ 

(2) 3- (2-7jc-;i/;;^;i/;^rz;i/:r^y-4-7 3^y=^i/^5=-;i/7-c— 

(3) (2E) -3- (2- (:^7iJ^V>-2 — r;i/^^;i/) -4-7ai>':^ 
15 -2-7*n^>^. 

(4) (2E) -3- (2- V>-2-^;Vp<9^;i/) -4- (t^^V^ 
— 1 ->f ;!/;>< -2-7°n^>^. 

(5) (2E) -3- (2-^>J^;P-4-7 3i>'#$/pt^;i/7ai-;v) -2 
— 7*D^>^. 

20 (6) 3- (2- (:h7t$^v>-2->f;v^5^;i/) -4-7aiy ^^ps^^^;^^ 

(7) 3- (2- (:^7;^^>-2->r;^p<^;^) -4- (if^v'^-;v- 1 - 

(8) (2E) ;i/-3- (2- ii-y^u>-2-^ 

(9) (2E) -N- (5-:7n^-2-;.? h^r2^:7 3i— -3 
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- (2- i±y^u>-2 — f;v^5^;i/) - 4-7 s^^f ^->y.^}\/y j^—jv) 

(10) (2E) -N-7x:n;v;^;p7r;-;i/-3- (2- {±y^V>-2 — f 

-4- (t;-^\/— 1 — f 7 -2-:7°d^ 

5 K 

(11) (2E) -N- (5-yv^-2-jt h^rS^7 3i-;i'X;i/3h-;V) -3 

- (2- (:^7^'^>-2 — r;v^f^;v) -4- (i^^y— — r;i/p« 

you-)]/) -2-yu^yT5^ K 

(12) (2E) -N- (5-:7n^-2-^ h=3E^2/7 3i~;v;^;i/7i%-;i') - a 
10 - (2-^>5^;w-4- (if^v^— 1 — r;pp«5^;W -2- 

(13) (2E) -N- (5-yv^-2-:^ -3 

- (2-^>^;V-4-7 3iy:^S/^^;V7ac— -2-7*D^>'T^ Kx 

(14) N- (5-::^d^-2-^ ;i/:^;v^-;i/)-3-(2-(:^ 
15 7^V>-2 — r;Vp^^;i/) -4-7 3i>'^$/><^;i/7jQri;i/) 7'D/'?>T 

(15) N- i5--:fu^-2-y' V^i^y 3^—J\/y.)]/yi^—JV) - 3 - {2 - i± 
y'$fU>-2-^jv;<^;v) -4- (i^^V— i-—r :7 3i:^ 

20 (16) 2- (5- (t^^v)^— -2 - (:^7^lx>-2- 
-r;!/^^^;!/) -r v-f > F';>-3-:r>- 1 — f;i/) mm. 

(17) 2- (5-7ai>'dpS'^5^;i/-2- (:^7^V>-2— r;!/;*?^^;!/) -r 
V-f > 1* U >- 3 1 — <;V) 

(18) 2- (5- (4-S«'T>'7 3iy=^$^;»?5^;i/) -2- (:^7^W>-2- 

25 ;i/^5=-;i/) v-r > KU>-3-:^>- 1 — g^^. 

(19) 2- (5- (tf^y— 1— r;M^;i/) - 2- ii-7^v>-l- 
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(20) 2-(5-7iydFS'^5^;i/-2-(3-^^;i/- 1 - y ^L-jvy'^jv) 

(21) N- (3, 4 -i^'7jl':tvy :i^-;Vy!.)l:iK-;v) -2- (5- (l^^V^ 

5 — 1— f;i/p<5^;i/) - 2- (±:7iJ^v>-i — (jis^^jv) ^fv-f^K 

(22) N- (3, 4-^7;l/3|-D7al-;l/:;^;^5^^-;l/) -2- (5-7aiy^ 
^>^5^;i/-2- (3-p(5^;i/- i-:7 3^^;i/:/5^;i/) >rv-f>KU>-3- 

10 (23) 3- (2- ( (3-p?5^;i/r^;i/) ;&;W^^-f;i/) -4-7 3:>'=Jt^$^7{ 

(24) N-:7a:-;i/x;i/7|x-;i,-3- (2- ( (3 ^;wt^ 

15 

1 0 . it^ifi 

(1) (2E) -3- (2- (2- (>>'i5'^>-2--f;i/) ^h^ix) -4 
- (i^^v^— ^u-l — f;i/^5^;i/) -2-rD^>^^ 

(2) (2E) -3- (2- (2- (2, 5, 7, 8 -5^ h^^^;v- 6 
20 h^5^t^Dv>-2— f;i/) -4- (-r 

(3) (2E) -3- (2- (2- (2, 5, 7, 8-y'h^;>i^J]^^U^> 

25 (4) (2E) -3- (2- (2- (2, 5, 7, 8 -5^ h 6 -fc 

KD:^>>^DV>-2~^;i/) a^h^Z^) -4 - (tf^^-/-;i/- 1 —f;!/^ 
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is) (2E) -3- (2- (3-7iiiy^i/rD7H#5/) -4- (-( ^^'J 

(6) (2E) -3- (2- (4-:7:cy:aps/:^hdE^>» -4- ^^^J— 

(7) (2E) -3- (2- (2- (i5^DV>-2— r;!/) 3:h#$/) -4- 

(8) (2E) -3- (2- (2- (±7^ V>-2— r;!^) :i^h=^S^) -4 
10 (9) (2E) -3- (2- (2- (^>\/7^>-2-W';i/) aihdpS^) - 

(10) (2E) -3- (2- (2- (2, 5, 7, 8 -7^ h^^^;i/- 6 -t 

h-p^v>^D-x'>-2 — r;i/) j^h=^$^) -4- (2-^5^;w ^iS^y— ;u 
-1 — r;i/-?t5^;i/) 7^^— ;v) -2-7'n^>Ks 

15 (11) 3- (2- (2- V>-2— -4- (tf^^Z 

(12) (2E) -3- (2- (2- (2, 5, 7, 8 -5^ h^pt5^;i/- 6 -t 
KD:3pJ^;j7nT>-2— -4- (2H-1, 2, 3-hU 

20 (13) (2E) -3- (2- (2- (2, 5, 7, 8 -t' 6 - 1 
KDdri^^D x'>-2->f;i/) 3ih:^$y) -4- (lH-1, 2, 3-hy 

(14) (2E) -3- (2- (2- (:^7 3'V>-2-^;V) oih^S/) -4 

25 (15) (2E) -3- (2- (2- (:^7^^>-2-'f;^) :i:.h=3^e^) -4 
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(16) (2E) - 3- (2 - (2 - ii-y'!^U>-2-^)V) -4 

(17) 4- (2- (2- (±7^U>-2— f;V) -4- (tf^\/ 
5 (18) (2E) -3- (2- (2- (:^:7i^l/>- l->r;W ^h^i^) -4 

(19) (2E) -3- (2- (3- (:^7^J'l/>-2— f;i/) iTDJi^^^S/) - 

4- (tf^\/— — ^a^— ;v) -2-7'p^>^> 

(20) (2E) -3- (2- (2- (:^7;$'U>-2 — r;V) J^h=^i^) -4 

(21) 2- (2- (2- (:^7^l/>-2— f;i/) 3^h=3F>» -4- (tr"^\/ 

(22) (2E) -3- (2- (2- (:^7:? 2 —f ;i/) a^h=^i^) -4 
- (2-:t^Vl^D';i>>-l— r;V) 7 -2-rn^>mN 

15 (23) 2- (2- (2- V>-2-'r;i/) J^h^S^) -4- (tf^^/ 

(24) (2E) -3- (2- (2- (:^7^^ L'V- 2 — T ;V) ^h^i^) -4 

(25) (2E) -3 - (2 - (2-7ai-;i/aih=¥S^) -4 - (l^^V)^— 

20 1— -2-rD^>^. 

(26) (2E) -3- (2- (^7^i/>-2— r;vp« h^i>^5^;^) -4- 
(i^^v^— ;v- l-'f';vp«5^;i/) 73ir::;i/) -2-:7*D^>^> 

(27) (2E) - 3- (2- ( (3E) - 4 -y a^^JV- 3 -yy^=.?V:t^Sy) 

-4- (i^^v^— ;v- 1 731— ;v) -2-7*D'^v^> 

25 (28) (2E) -3- (2- (2 -t Kn^pS/- 3 -^oi^' arS/7*D5}<=3{^2/) 

-4- (ii7\/— ;v- i->r;M^;i/) 7 3i-;i/) -2-rD^>^^ 
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(29) (2E) -3- (2- (2- (i, 4 -^>^/^^5^dpt^>- 6 — T;!/) 

(30) (2E) -3 - (2 - (2 - (1, 4—<>'JP:t^D->-2--()l) 

5 jih^^) -4- (tr^\/— 1 -'f;i/^5=-;i') 7 -2-:7'd^ 

(31) (2E) -3- (2- (2- ('^y^U>- 2 :iibdp$/) -4 

(32) (2E) -3- (2- (2- (:^7i5^l/>-2-'f 

10 -4- (V^^\/— 1—f 7 3ir:;i/) -2-7"D^>®s 

(33) (2E) - 3- (2- (2- (N-^>\/-r;i/-N-^^;V'T$ 31 

h=^ri^) - 4- (i^^\/— — -2-7'n^> 
^> 

(34) (2E) -3- (2- (2- (::?-7^J^lx>-2-'f;i/) Jihdlp^) -4 

(35) (2E) - 3- (2- (2 - (^>\/-f;i/T^y) -4 - (If 
^ y^— 1 — r 731 :=:;!/) -2-:rp^>'^^ 

(36) (2E) -3- (2- (2-p< h^i^- 3 s^yf ^Syyu:^^i^) - 
20 (37) (2E) -3- (2- (2-^ h:^$/-2- (:^:7^5'l/>-2--r;V) 

(38) {2E) - 3- (2- (lf^\/-;i/-l— - 3- (2 - C:^ 
7^^>-2— f;i/) Jih=^^) 5^:r7x>-4-'f -2-rD^>^. 
25 (39) (2E) -3- (3- (2- (:^7a'^>-2— Jih^^') -4 

- (tr^\/— 1 — r;u^5^;i/) 5^;^7ai>-2-'i';i/) -2-7'd^> 
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(40) (2E) -3- (2- (2- {i-'7^U>-2-^JV) 3ih^^» -4 

(41) (2E) -3- (2- (2- (:^7i$^^>-2-'r;V) J^h^S^) -4 
5 - (N-T-te5^;i/-N-7 3ir:;uT^y;»<^;i/) -2-rD'^> 

(42) (2E) -3- (2- (2- (±7^ V>- 2 —f;!/) oiNdFi^) -4 

10 (43) (2E) - 3- (2- (2- i±y^U>-2--f J]/) yu^^^) - 

(44) 3- (2- ( (:h7^1/>-2 —f ;i/) h:3F-2^) -4- (l^ 

l-p<5^;i/) itd/i^^^ 

(45) 3- (2- (2- (:^:7^v>-2— f;V) -4- (l^D- 

(46) 3- (2- (2- (:^7iJ'V>-2-^;i/) 3^h^5^). -4- (4-p< 

(47) 3- (2- (2- (:h7^1/>-2-'f;i/) aih^S^) -4- (3, 5 
20 (48) 3- (2- (2- (^7^?V>-2— r;i/) 3^h=^$^) -4-7ai-;i/ 

(49) 3- (2- (2- (1, l'-lf7 3ir:;i.-4-'f';V) Jih^S/) -4 

(50) 3- (2- (2- (rJ-7i5'V>-2--r;i/) -4-^>^/-r 

(51) 3- (2- (2- (:h7 3^l/>-2->r;V) -4- (N-^ 
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(52) 3- (2- (2- (±y^U>-2-^)]/) :x.h:3f.iy) -4- (N-^ 

(53) 3- (2- (2- (:^7:$'W-2— r;!/) ^b^i/) -4-^2/;i/7 

(54) 3- (2- (2- (1, l*-lf:7ai^;i/-2— r;i/) Jih:¥-S^) -4 

- (tr^v^— 1— r;M5^;i/) rn^^'t^®^ 

(55) 3- (2- (2- (:^7^V>-2— r;!/) J^h^^S^") -4- 
-f ^a^y— 1— :7ji-;i/) :7*d/i>^^ 

(56) 3- (2- (2- (:h7i$^^>-2— f;i/) oihdpj/) -4- (3-^ 

^;i/-2-:^^v-r^i5^vrus^>-i->r;i/^5=-;i/) rD/i>^, 

(57) 3- (2- (2- (:^7^5'U>-2->r;P) -4- (2-7t 

^v\^Vt^>- 1 — r;i/^5^;p) z^^^—jv) yu^^iym. 

(58) 3- (2- (2- (1, I'-tfy^i-^V-S—f;!/) aih^^S/) -4 

(59) 3- (2- (2- (:^7^J'l/'>-2-'f;i/) Jih:¥-S^) -4-y:c:^JV 

(60) 3- (2- (2- (:h7i?^>-2 — { JV) o^h^S^) -4-T-fe5^;V 

(61) 3- (2- (2- (:^-7^5^ V>-2— f;i/) :^h^t^) -4- (2-^ 

(62) 3- (2- (4 -^5=-;!/- 2- (:^7^5' 1 A) 

^) -4- (if^\/-;b-i— f;i/^5^;i/) :7ii:::;i/) y'v/^ym-s 

(63) 3- (2- (2- ('^W^:^-7x>-3->f 3ih^^) - 4- (If 

(64) 3- (2- (2- (:^7^1x>-2— f;i') oih^^i^S^) -4- (If'JS^ 
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(65) 3- (2- (2- (^Vh*-;!/-!-- J^h^^i^) -4- (\^^'J 

— 1 — r;v^^;v) yaji>m. 

(66) 3- (2- (2- (l-^^^;!/-^^^— ;i/-2-'f;i/) Jih^r^» -4 

(67) 3 - (2- (2- (^>\/5=-:^7 3i>-2— r;P) - 4- (tT 

1 — r;M^;^) 7'd>'i>^^ 

(68) 3- (2- (2- (^>\/7^>-2--r;W 3^h=^S^) -4- (If^ 
10 (69) 3- (2- (2- (:^7;$^V>-2— f;i/) aihdpS^) -4- (2-^ 

(70) 3- (2- (2- (:^7i5'lx>-2— Y;!/) J^h^i>') -4- (tfUi^ 
>-2— Y;b:r=3[^:^) yu^-^>m. 

(71) 3- (2- (2- {±y'$f]y>-l-^)V) s^h^iy) -4- (tf^\/ 

(72) 3- (2- (2- (^Dx'>-2-^;i/) 3^h:^5/) -4- (l^^y— 

7'D71>M^ 

(73) 3- (2- (2- (l-^5=-;W>h*— ;i/-3->f;i/) o^h^S^) -4 

- (ii^\/— — r;M5^;i/) :rD>>i>m^ 

20 (74) 3- (2- (2- (rJ-7^l^>-2— r;!/) -4- (4-^ 

(75) 3- (2- (4-p«5^;i/-2- (±7i$^ 2 -'f ;V) '^V^^;!/:^^ 

-4- (t:^^/~;i/- 1— r;i/p«^;i/) ^ar-^u) 7*n;^>K^ 

(76) 3- (2- (2- (:^7<5'lx>-2->r;^) :i^h=^$^) -4- (Z-t^ 

(77) 3- (2- (2-^ h^ri^-2- {•^y^U>-2-^)l) 3Lh^-» 
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(78) 3- (2- (4-^^;i/-2-7 3i— -4- (tr^ 
\/— 1 — r;i/^9=-;i/) :7i::i;i/) yu/^>m. 

(79) 3- (2- (4-p<^;i/-2-7 3i-;i/^>5^;i/;jr-:=^^e/) -4-7^^ 

(80) 3- (2- (2- (:^74^^>-2-^;i/) aih:3^^) -4-7^^:^ 

(81) 3- (2- (2- (±7i$^V>-2— I-;!/) Ji-h:^^) -4-:7xr:;i/ 

10 (82) 3- (2- (2- (±7i5^V>-2— r;i/) JihrJi:.^) -4- 
a;-;l/-N-;>t5=-;i/:P5yp«^;i/) :7'D>''^>^^ 

(83) 3- (2- (2- (:^7^l/>-2— r;^) 3^h=Jf2^) -4- (N-a^ 

(84) 3- (2- (2- {i-y -if 2 - 4- (3- (tT 

15 ^v^— 1 ->r;i/) rrntf;!/) ^a;— 7d>''?>^^ 

(85) 3- (2- (2- (:^7^>'>-2— Jih^i^) -4- (2-^ 

(86) 3- (2- (2- (:^7i$'U>-2— 01^:^$/) -4- (3-S^ 
20 (87) 3- (2- (2- (:^7^U>-2-^;i/) aih:^$/) -4- (2-^ 

(88) 3- (2- (2- (:^7i5^U>-2— cch:^^^/) -4- (2-;»« 
5^;V7*>'=3F$^^5=-;i/) 7a:-;i/) :7'D>'1>^, 

(89) 3- (2- (2-7ain;i/a:h:^$/) _4_:7iy:3^^^5^;i,73i-;i/) 

25 :rD7i>^^ 

(90) 3- (2- (2-:7 3i-;i/aihi|p^) -4- (^:^^^/-;^_ 1 
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(91) 3- (2- (4-^5=-;V-2- (3, 5 ;V) ^>^)]/ 

(92) 3- (2- (4-^5=-;i/-2- (4 -:7;v:tD- 3 

(93) 2- (2- (2-7:n-;i/jihdrJ/) -4- (1^^^/— 1 -'T;!'^ 

(94) 2- (2- (2- (:^-7^$'l/>-2-'f;P) 3^h=3i^i') -4- (t:^\/ 

10 — 1 — r;^^^;^) ^>s>M ^Mmm> 

(95) 2- (2- (4-7t^;i/-2-7 3i— -4- (If^ 

— r;M9^;V') ^MMm. 

(96) 2- (2- (4-p«5^;V'-2- (3, 5 ;i/) 
;^^$^) -4- 1— ^>i?;i/) SBSm^ 

15 (97) 3- (2- (4-p«5=-;i/-2- (4-^ h^JPi^-l, 3 - > 
^>-6-'l';i/) ^V^;^:^:^^^/) -4- {il^^J—JV- l-^Jl^^JU) 

(98) 3- (2- (2- (:h7 3^V>-2— Jih=3pi/) -4- (3-5^ 

20 (99) 3- (2- (2- (:^>'^ V>-2-'i';^) aih^Jpi/) -4- (2-^ 
5^;i/:7 3i-;i/T^y'p5 5=-;v) :7 3ir:;iy) yu;iym. 

(100) 3- (2- (2- (:^7^5'V>-2-'r;^) ^J^h^^S^) -4- (t^U 

s^>-3-'r;i/7^>';><^;v) ^i^:;!/) •^ti^^>M^ 

(101) 3- (2- (2- (^>\/>f;i/T^y') aih^i/) -4- (If^t/- 

25 1 — f ;m :7ai^;v) :rD^'?>^, 

(102) 3- (2- (2- (7ai-;V:J^;V7i>-;VT^>') -4- (tf 
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(103) 3- (2- (2- (N-j<^;]/-N--7:i^—)\/>f.J)/-^-J\/T^y^) 3^ 

(104) 3- (2- (2-pi h^i^-3 -:7i^3f-i/ro7H^2/) -4- (tf 

5 ^y— 1— r;M^;i/) y^^—j]/) yuj^>m^ 

(105) 3- (2- (2-3^h=^^-3 -7a:y^r5^:7'n7K:5f^S<') -4- (l^ 

(106) 3- (2- (2- (i-yi^ly>-2-^JV) Jih^p^/) -4- (l^^ 
10 (107) 3- (2- (2- (:^7^U'>-2 — r;V) 3i h^rS^) -4- (t:^ 

(108) 3- (2- (2- i^>'J^ 1 — -4 

- (t^y— 1 — f ;i/^5^;i/) 7°n>'i>^^ 

(109) 3- (2- (4-ji^JV-2- (4-7;i/:4-n-3-^5=-;V7ai-;i/) 

(no) 3- (2- (4-p{5^;i/-2- (4-7;i/;rP-3-^5^;i/:7 3i-;v) 

(111) 3- (2- (2- (2-p<5^;i/^>\/-|' 1— :i^h 
20 ^S^) -4- (l^^vT— — r;i/^^;i/) rnyl>^^ 

(112) 3- (2- (2- (lH-'l'>i5^V-;i'-l->r;i') J^h^S^) -4 

- 1— r;M^>>v) rov'^^^^ 

(113) 3- (2- (2- (2H-^>V^h UT\/— ;V-2->f;i/) 3ih^5^) 

-4- (t;^\/— 1— r;i/p<^;w) :7 3i— a) rn/'^^®^ 

25 (114) 3- (2- (2- (lH-^>y hUT^/— r;!/) Jih^i^) 

-4- (tf^^Z— i-^;i/p<^;i/) rn^i^^^ 
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(115) 3- (2- (2- ( (3-^^;i/^>^/-r;v) r^y) s^v^i^) - 

(116) 3- (2 - (2- ( (3-p< h:3rS>^>y-f;i/) T^^) Jih^p^) 
5 (117) 3- (2- (2- ( V>-2->r;V:!b;V'l^-;W) T^^) 31 

(118) 3- (2- (2- ( (4-;^ h=^rS^^>y^;V) T^^) Jih=^^) 

-4- (i^^v^— 1— r;i/p^5^;w) :7 3ir:;v) 

(119) 3- (2- (2- ( (4-^'DD^>\/'f T^y) j^h^e^) - 
10 4- (tf^\/— 1— f;v^5=-;i') ro^'^v^^ 

(120) 3- (2- i4->^^JV-2-^>V^JVT5.yf^>^)V:t^i^) - 
4- (if^\/— — ys^—jv) yu^^>m. 

(121) 3- (2- (2- (:^7^J'V>-2 — r;i/) -4- (4- 

15 (122) 3- (2- (2- (:^:7tJ?V>-2 — OV) 2:^h^-» -4- (^;V 

(123) 3- (2- (2- (4-pi^;^'^>^/-f;^7^y) J^h^^) -4- 
(i^^v^— ;v- 1— f :7*d-''«>®^ 

(124) 3- (2- (2- (:h7i57l/>-l — 

20 i^) -4- (irf^^/— ;v- i--f;i';'<5=-;i/) :73in;i/) yuj^>m^ 

(125) 3- (2- (2- i2-^>i^M;v^^=.;VT^y) 3ih=^S/) -4 

(126) 3- (2- (2- (2-p^5=•;^'>^>'^/-r;^T^y') aih^^S/) -4- 
25 (127) 3- (2- (2- (2 -^nP^>'\/'l';i/7'^ y ) 3ih=3F$/) -4- 
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(128) 3- (2- (2- (2-j>ih^->^>'J'i)]^-r^^) oih^r^) -4 

(129) 3- (2-7ac^;v3b;w?^-f;i/p< hdps/-4- (tf^\/— l - 

5 (130) 3- (2- (±7t$'V>- 1— f;i/5!3;WtqE-f hdll^i/) -4- (tr 

(131) 3- (2- (±7t$^i/>-2— h^^) -4 - (i^ 

(132) 3- (2- i3-'7 3L-;]^y'u:^^iy) - 4 -7^^ dp$^p<5^;i/7 3i 
10 — yuj^ym^ 

(133) 3- (2- (4-7 3;-;V:/hdp>» -4-7ai^dp->p«5=-;V7a;- 

(134) 3- (2- (2- (:^7<5'lx>-2 — 3i h^^^) -4- (4- 
15 (135) 2- ( (2- (2- (:^-7^l/>-2-'f;b) Jih^rS^) -4- (tf 

(136) 2- (N-^5^;i/-N- (2- (2- (:^7^$' V >- 2 h 

(137) 2- (N-^S^;i/-N- (2- (2- (:^7^ V>- 2 — I";!/) h 

20 ^ri/) -4- (if^\/— 1— f;vp<5=-;i/) T^y) ®^^, 

(138) 2- (2- (±^^]y>-2-^;V) ^h^-» -4- (t^^y— ;v 

(139) 3- (2- (2- (:^7t$^U>-2— f;i/) -4- (tfU 
S^>-2-'r;i/T^y;><^;i/) 7iri;v) 7•D7'«>^^ 

25 (140) 3- (2- (2- (:^7i5'l/>-2-^;i/) ^h^^i^) -4- 
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(141) 3- (2- (2-i/^D's:^i/;i/:^=^S/'aih^i/) -4- 

(142) 3- (2- (^>j^;i/5b;w^^-f;i/^ h=^s^) -4- 

5 (143) 3- (2- ( :jf7;w^^-f;M h^S^) -4- 

(144) 3- (2- (2- (3-i5'Dn^>y'r;VT^y ) 3:h^i^) -4- 

(if^v^— i—f rD/'?>^^ 

(145) 2- (2- (2- (:^7^5'V>-2-'f ;P) J^h=5pS^) -4- (t!^ 

10 ;v- 1— l^^. 

(146) 3- (2- (2- (l-;4-^V-l, 2, 3, 4 -5^ t KD-T V 

^yu>-2 — r;i/) J^h=^2/) -4- (t:^\/— ;i/-i — (jvji^jv) y 

(147) 3- (2- (2- (:h7i$^V>-2— f;i/) aih^i/) -4- (2- 

(148) 3- (2- (2- (5^::r:7 3i>-2— r;!') :nhdpi/) -4- (If^ 

(149) 3- (2- (2- (^:ty=r,>-3-^)]y) ^i-h^i^) - 4- (li"^ 
20 (150) 3— (2- (3 -^^u^^i^^l^yu-it^^iy) -4- (1^^\/— ;V- 

(151) 3- (2- (2-7 3iy:^j^3^h=^^) -4- (i^^y— i->r 

(152) 3- (2- (2- (N-^5^;i'-N-73:r:;VT5y) J^h=^2/) - 

25 4- (if^y— zruj^>m. 

(153) 3- (2- (2-7ji-;V3ih^S/') -4- (3-2/Ty ^o^y'di^S/ 
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(154) 3- (2- (2-7jc-;i/:iih:3p$<') -4- ( 2 

(155) 3- (2- (3-7air:;i/rDstf=^S') -4- (t^^/— 1 

(156) 3- (2- (4-'7 3i-;vy'h^i^) -4- (l^^vT-;!/- 1 ->r;i/ 

(157) (2E) -3- (2- (2- (2, 5, 7, 8 -7^ h 6 - 

t KDapi/i^DT>-2— r;i/) Jih^i/) -4- (-r i->f 

(158) 3- (2- (3, 3-i?7 3in;i/rD5i^^S/) -4- (If^V^— 

(159) 3- (2- (2- (N, N-S^^oi-^l/T'^y) :i^h^re^) -4- (tT 
^y— 1— f rD>''?>^^ 

15 (160) 3- (2- (2- (4-73;-;i/t:^-7i^>- 1— r;i/) 3^h=¥$^) 

-4- 1-^;M5=-;i/) 7ai-;i/) yu?-\>m. 

(161) 3- (2- (2- (4-7a^-;v-l, 2, 3, 6-5^h^l:ih*Dl^ 
— f)V) zt^h^-» -4- (tf^V— ;b- y x. 
— ;i/) T'n/iy^^ 

20 (162) 3- (2- (2- (4-7 3i^;i/tr^«;i;>- 1 — r;v) j^h^ps^) 
-4- (tf-5^/— ;v- 1 — r;v^5^;i/) 7:c-;i/) yu/^>m^ 

(163) 3- (2- (2- (:7:ny^t>-i^>- 1 0— :th^S^) -4- 

(t:^^;— — nvji^j]/) -iruj^^ms 

(164) 4- (2- (2 -7jt^;i.3ih^p$^) -4- (S-S/IJ'y 

(165) 4- (2- (2- (:^7^5'^>-2 — r;V) x-h'^S^) -4- (3- 
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(166) 2- (2- (2- {ir-y^V^^-l-^n^) 3ihdpi/) -4- (l^^ 

(167) 3- (2- (2- (2-p«5^;i/>f 1— r;b) ^ih^i/) 

(168) 3- (2- (5-7 31— -4- (tf^\/— 1 

(169) 3- (2- (3- (N-^^;i/-N-73i-;i'T^y) rD:fi<^$/) 

-4- 1— f 73i^;v) yu^^^mu 

10 (170) 3- (2- (2- (N-3i5^;i/-N-7 3i-;VT^y) o^h^S^) - 
(171) 3- (2- (2- (N- (2-t KD#i/ai^;i/) -N-73ir:;i/T 

^y) 31 h dps/) -4- (t:^^/-;v- l-'f;!/^^;!/) rnyi 

15 (172) 3 - (2- (2 - (3 - (l^^';t?>-l — f;V) 7 3i::i;V) cchdp 

-4- (i^^^/— 1 --f;M5^;i/) 7:n-;v) rn/iv^, 

(173) 3- (2 - (2 - (3 - (^;i/3^U>-4->r;P) 7 3i^;i/) J^h^ 
i/) -4- (i^^\/— l-'f 73i-;i/) rD7i>^> 

(174) 3- (2- (2- (:^7^$^VV-2->r;V) Jih:^^) -4- (li^ 
20 1— f;v^5=-;i/) 7ai^;v) rntf^^s 

(175) 3- (2- (2-t. KDdpS/-2- (:^7^V>-2— f J^h^ 
-4- (3-S^Ty 7 3iy^$/^^;i/) 731— ;i/) 7■D>''?>M^ 

(176) 3-(2-(2-(l, 2,3, 4 -5^ t h'n>f V^>"J >- 2 

-^;i/) xhd[^s/) -4- (i^^y-;i/- i--r;^^5=-;i/) 7 3i^;i/) ra 

25 

(177) 3- (2- (2- (9-^5^;V*;WW>-;V-2 — r;V) o^b^^') 
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-4- (tf^y— ;v- 1— f z^s^—^v) yu;-\>m^ 

» 

(178) 3- (2- (2- (3- (4-^5^;Vtr^^5^>- 
5 (179) 3- (2- (2- (3- (4-THz5=-;i/t'^^i^>- l-'T;!/) 73i 

(180) 3- (2- (2-7a.^;i/7^yaih:^S^) -4- (l^^V^— 1 
10 (181) 3- (2- (2- (:^7^V'>-2 — f;V) -4- (N- 

(182) 3- (2- (2- {■^y^\y>-2-'<)V) J^h^i^) -4- (N- 

(183) 3- (2- ( i'3-ys^u>-l — r *;i/n^-f;v) -4- 

15 (2-;><^;i/7aiy'^rS^;>«5=-;V) :/D./';>^, 

(184) (2E) -3- (2- ( (:^7^$^l✓>-l — f)]y^^)V) *;WN-^-r 
;i/) -4- 1 — -2-^n'^>^^ 

(185) 3- (2- ( (:^7^^>- *;w^^-f;v) -4- 
(tf^\/— 1— :7'D>'i>K^ 

20 (186) (2E) -3- (2- ( 7 ^ > - 2 — f :;b;W?^>r 

-4- 1 373^-;!/) -2-:7'D^>^^ 

(187) (2E) -3- (2- (N- (:^7i$^ 2 — f -N- 

p«^;i/*;w^^'r;i/) -4- (i^^\/— i— r;i/-?«5^;i/) 7 - 
2 

25 (188) (2 E) -3- (2- ( (:^7^ lx>- 2 — f :;?7;WN*^-f 
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(189) (2E) -3- (2- ( v>- 1 ->f :i7;w^^-r 

(190) 3- (2- ( — ni;<^Jl^) ;«j;W^^-f;u) -4- 
5 (191) (2E) -3- (2- (1- (:^7^l/>-l— f J^5=-;V) 

(192) 3- (2- ( (:^7^i/>- 1 --f :^;w\'^'f;v) -4- 
(2, 5-s^^^;v7 3ix'^i/^5^;i/) yti;^>m. 

(193) 3- (2- ( — f;v;»<5^;v) *;w^^'Y;i/) - 4- 
10 (2, 5-s^^5'Dn7 3:y':aFi'^5^;v) ;v) rD>'^>^^ 

(194) 3- (2- ( (:^7^l/>- 1 :*;w-?^-r;v) -4- 

(195) 3- (2- ( (3-^^;i/-l- (±y3^ly>-l—f)]y) y^>\^^ 

15 (196) 3- (2- ( (i-^^;v-i- 

(197) 3- (2- ( {±y^V:/-l—i)\^:^^}V) •^JW'i'^^f JV) -4- 

(198) 3- (2- ( r;vp<^;v) *;w^•^'r;^) -4- 
20 (2-^DP-6-p<5=-;V73iy:3ps/p<5^;v) 37 m^;!^) rn/iy^^ 

(199) 3- (2- ( i:^y^u>-i — f;i'p<5^;i/) A;wN'^'f;i/) -4- 

(200) 3- (2- ( ( (iR) -1- (i-y^u>-^-'{)^^) * 
25 (201) 3- (2- ( (1- (:>-7i5^v>- 1— f ;i/) t^;^) *;WN-^'f 
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(202) 3-(2-(((lS)-l- ij 

(203) 3- (2- ( (1- (^±y^\y>-2-^ ))/) x.^J]y) ijJW^^-fJ]/) 
5 (204) 3- (2- ( (4-^ h=^2^:^7^1/'>- l-^;!/^^^;!/) 

(205) 3- (2- ( 1— r;i/p<^;i/) a;!/;-^^-/;!/) -4- 

(206) 3- (2- ( (:^7^1^>- r&^W^^-C;!/) -4- 
10 (2-^5/;i/7 3i>'^r2^^5=-;i/) y^—J]/) 7*071 

(207) 4- (2- ( (3-^5^;i/-i- (:^7^57ix>- 1 — r;i/) 

(208) 3- (2- ( (4-7;l/5^D::^7^^>- 1 --f;i/^5^;i/) a;w^^ 
'f;!/) -4-7 3i>'dp^'p<^;i/7 3i-;i/) yxij^^m. 

15 (209) 3- (2- ( (^r^ •;>-4->f;M^;p) -4-7 

(210) 3- (2- ( (3-^5=-;u-i- (:^7i5^^>- 1 ->r;v) 

20 (211) 3- (2-- ( *;WN-^r-i';v) -4- 

(212) 3- (2- ( (:^7^^>- 1— <;!/;»< *;w?^'f;i/) -4- 
(2-^j7DD7aiy:^S/'p<5=-;U) y =.)]/) rD/i>^, 

(213) 3- (2- ( i±y^]y>-i-^jv) >^^;v) 
25 *;w\*^-r;i/) -4- (ifU5^>-3 — r;v:^^ri^;'t5^;i/) 7:ii-;i/) 
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(214) 3- (2- ( (i-y'^\y>-l--fJl;^9')V) ti;W^^>f)U) -4- 

(215) 3- (2- ( (:^7^1^>- 1 ->f;M5^;^) -4- 

(216) 3- (2- ( (3-^5^;i/-i-7i-;vr5=-;W :i7;wi^-f - 

(217) 3- (2- ( (±y^u>- 1-^ *;w^^-r;W -4- 

(218) 3- (2- ( 3f7;i/>?^^-f';i/) -4- 

(219) 3- (2- ( (±y^u>-i — r;i/^5^;i/) >b;wt^^;i/) -4- 

(220) 3- (2- ( (3-^5^;i/-i- (4-p{ h:^$^7 3i-;i/) zr^)v) 
*;w^^-f;i/) -4-73iy=^e/^g^;i/7ji^;i/) rrn/iv^^ 

(221) 3 - (2 - ( ( (IR) -1- (-^y^u^- ;!j 
;Wt^-r;i^) -4- (l^Ui^>-2— r;I/;^^drJ/) :7a.-;i/) >^D/1>^. 

(222) 3- (2- ( (3-^5^;i/-l- (4-7;V:ro7 3ir:i;i/) y^JV) 

(223) 3- (2- ( (3-^5=-;i/-l- ( 4 y^jv) it 

;w^^-f;i/) -4-:7:cyde5/p<5^;i/:7 3:^;v) rn/i^^, 

(224) 3- (2- ( (3-^5^;i/- 1 -:7i-;pr^;i/) - 
4- (If U-^>-3— f;b:t:^$^p?5^;i/) rn^'l^^, 

(225) 3- (2- ( (3-;>?5^;V-l-7ai-;i/r^;U) iUJW^^^ )],) - 

(226) 3- (2- ( ;b;W^^-f;i/) -4-73i>'^ 
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(227) 3- (2- ( (3 ~^^JV- 1 - y :^-j],-;r^ji,) - 

(228) 3- (2- ( (3-p{^;i.-i-:7ai-;i.>r5^;i.) ^jw^^^)],) - 
5 (229) 2- (2- ( (3-p<5^;i.-i-7a.-;i.:r5=-;i/) ijjw^^^jv) - 

(230) 3- (2- ( (l-7ai-;vrDl^;w) 3b;wt^^;i/) -4-7^^ 

(231) 3- (2- ( ;?7;i/n^^;i/) -4_7a,y^ 

(232) 3- (2- ( (3-p?5^;i/-l-7jcri;i/:r5=-;i/) lifj^Wt^-f;!.) - 
4- (l:^U^$^>-2-^;i.::r=^FS>'^5^;i/) 7^-;!/) ro^tv^, 

(233) 3- (2- ( (3-p<5^;i/-i-7ai^;i/:r^;v) - 

15 (234) 3- (2- ( (3-^g-;i.-l~7:c-;i.:r5-;|.) :^7;w^^^;i.) - 
4- (2-p?5^;HfUs^>-3_^;i,:2)-^.>^^;j,) ^d71>^, 

(235) 3- (2- ( (3-^5^;i/- - 

(236) 3- (2- ( (3-^5^;i/-l-7a.-;i.r5^;i.) ^jw^=e^)V) - 
20 4- (^T>/-;i.-2-^;i/5^3rp{^;i.) 7:c^;i.) rD/>?>^, 

(237) 3- (2- ( (3-p<5^;i.-i-:7:r^;i.r^;i/) _ 
4- (l-^5^;w^i5^\/-;i/-2-^;i/5=-;rp(^;v) yuj^y 

(238) 3- (2- ( (2-^>i^DrDlf;i/-l-7ai-;i/ai5^;i/) ;{7;W\'^ 

(239) 3- (2- ( (3-p<^;p-i_37a.-;i.^5=-;i/) A;wt^>f;i.) - 
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4- (2-pi5^;i/7jc^:^ps^^5^;i/) yuj^>ms 

(240) 3- (2- ( (3-^5=-;!/- 1 A;wN'^'f;i/) - 

(241) 3- (2- ( (3-^5^;i/- :!b;WN*^^;i') - 
4- (2-t Kn=^>>7aiy:^rS^^5^;i/) 73.-;^ m>>i>^^ 

(242) 3- (2- ( (2-7 3i:=:;i/ai^;i/) 3!7;W'?^'f -4-71^:3^ 

(243) 3- (2-^>^;u:i7;WN-^-r;i/-4-7 3iy:^$/^5=-;i/7 3i^;i/) 

(244) 3- (2- ( (3-^5=-;v- 1-7 3-^7^ A;wt^ 
-4-7 3r^^$^p<5^;w:7ai^;i/) yuj-i^m^ 

(245) 3- (2-7ji^;i/:i7;w'?^-Y;i/-4-7aiy^i^p<5^;i/:7 3i-;i/) 

(246) 3- (2- ( (3-;>?^;i/- 1- (4 - h V7J\^:tnjl^;V7 :^=L)]y) 

y^yVi *;w"^^>f;i/) -4-:7aiy:^$^p<^;p:7 3cz^;i/) rn^^v^, 

(247) 3- (2- ( (3-^5=-;i/-l- (4-3ihdt^5y>'3i-;v) 

(248) 3- (2- ( (3-^5=-;i/- 1- ( 3 3^-;!/) 

;W'?^-f;i/) -4-7aiy:^t';>?5=-;i/7 3i-;i/) rD.''?>^, 

(249) 3- (2- ( (3-p<5^;i/-i- (3-^^Dn:7iri;i/) 
;w"?^-f;i/) -4-7acy:^$/p<5=-;v7ai^;u) t'p^iv^x 

(250) 3- (2- ( (3-p<5^;i/- 1- (4-^DD7 3i^;i/) i:^^^;!/) :fe 

(251) 3- (2- ( (3-p<5^;V-l- (3- h U7;V;^D^5^;i/7ai^;i/) 

:if;w\*^^;i/) -4-7 3i>'di^^>p«^;^:7 3ir:;i/) zrxmi/Wi^ 

(252) 3- (2- ( (3-p«5=-;b- 1- (3-i^DD-4-7;i/:^D73:ri 
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(253) 3- (2- ( (3-p«5^;i/- 1- ( 3 -:7;i/:tD7 xr^;i/) 

(254) 3- (2- ( (3-^^;V-l- (3,4, 5 - h U 7;!/;^ D 7 oi — 

(255) 3- (2- ( O-^^J]/-!- (3, 5-5^hy 7;i/:rop<5^;i/7 

(256) 3- (2- ( (3-p<5^;i/- 1- (3-^ h^rS>'7ai-;V) y^;]^) 

10 >b;wt^'f;i/) -4-7iy^5^p<5^;i/:7rc^;i/) rn/i^K^ 

(257) 3- (2- ( (3-^5=-;i/-l- ( 4 

;w^^-r;v) -4-7:ny:?rS^^^;i/7:c^;v) yu/^>m. 

(258) 3- (2- ( (3-p?5^;ix- 1- ( 4 

15 (259) 3- (2- ( (S-p^f^-;!/- 1- (4-7;i/;rD-3-;>«^;i/:7 3i:ii 
(260) 3- (2- ( (3-^5^;i/-l- (3-7;i':^-D-4-p? hdp^-^ai 

20 (261) 3- (2- ( (3-;><^;i/- 1- ( 3 -7;V:rn- 4 -pi5=-;V7nLJ=. 

(262) 3- (2- ( (3-p<^;i/-l- (4-i57nD-3-7;i/:^D7ai— 

(263) 3- (2- ( (3-^^;V-l- (4-7;V:^D7 3i-;i/) y9-)v) 

25 *;w\*^-r;i/) -4- (2-^^;i/7iy=iirS/'^5^;i/) rn/i^ 
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(264) 3- (2- ( (3-^^;i/-l- (4-7;i/:^D7 3i-;i/) 

(265) 3- (2- ( (3-p«^;i/-l- (4-7;i/:rn:7nin;i/) 

(266) 3- (2- ( (3-^5^;i/-l- (4-7;v:^d:7^-;i/) 
^^ 

10 (267) 3- (2- ( (3-p«5^;V-l- ( 4 n 7 3i-;i/) y^?]/) 

*;w\*^'f;i/) -4- (2-^Da-5-^^;i/7aiy'^ri^^^;^) 731— 

(268) 3- (2- ( (3-^5^;i/-l- (4-7;v:^n7 3ir:;i/) 

15 j^>m. 

(269) 3- (2- ( (3-^5^;i/-l- (4-7;i/;^D>^3irz;i/) 
3Ej;w^^'f;i/) -4- (i^^vr-;i,-i-^;i/p<5=-;b) :7aLn;i/) 7-p/^> 

(270) 3- (2 - ( (3-;<g^;v-l- (4-t-^5^;i/7 3i-;i/) 

20 *;W?^-r;V) -4.-7:ny^^>p<5^;l/>':ii^;V) :7-D>'1>^. 

(271) 3- (2- ( (3-^5=-;i'- 1- (2-p« h^$^7 3i-;i/) 
>b;W^^'r;V) -4-73i>':SF5/;»?^;i'73ir:;v) :7-D>'1>^^ 

(272) 3- (2- ( (3-p«^;V-l- (4-7;i/:rD-2-p?5^;b7 3i— 

25 (273) 3- (2- ( {3-^^)1-1- ( 3 :n * 
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(274) 3- (2- ( (3-j<^JV-l- (3, 5 -i?^^JV7 a^-J]/) 

(275) 3- (2- ( (3-p?5^;b-l- (3, 5 -S^^ 5=-;i/- 4 

(276) 3- (2- ( (3-yt^;]^-l- (5-^^;i/-2-p{ h=^S/7 3i- 

(277) 3- (2- ( (3-^5^;v-l- ( 4 -^D tf;i/7 

(278) 3- (2- ( (3-p<g=-;i/- 1- (3- h i;7;i/:^Dp? h^rS^7IIl- 
(279) 3- (2- ( (3-^5=-;!/- 1- ( 3 ->f Vl^D 

(280) 3- (2- ( (3-;j<5=-;i/- 1- ( 3 — f V^n 

(281) 3- (2- ( (3-^5^;V-l- (1, 3-S^;^^1^-r >^S^>-5 - 

(282) 3- (2- ( (3-p?^;v-i- (4-rD7j?:^i^7 3i^;i/) 

(283) 3- (2- ( (3-^5^;i/-l- ( 2 -7;!/;^ D - 4 - h U 7;i/;rD 

(284) 3- (2- ( (3-;>?5^;i/- 1- ( 4 - h U 7;i/3|-D;»{ h - 
y'^^V) :t>;WN'^'f;i/) - 4 :3iri/^5^;i/7rt^;i/) :7°n>'i>^^ 

(285) 3- (2- ( (3-^5^;i/- 1- (2, h^S^^oi-;!/) 
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(286) 3- (2- ( (3-^5=-;V-l- (1, 4-^>^Jl^yir^^>-6- 

5 (287) 3- (2- ( (3-^^;i/-l- ( 4 -$^:7;i/;rDp< h^r^:7 

(288) 3- (2- ( (3-^5^;V-l- (3, 4, 5 - h U ^ h ^5^7 oin 

(289) 3- (2- ( (3-;>i5=-;i^-l- (2-:57nD-3, 4-S?^h=3p$^ 

(290) 3 - ( 2 - ( ( 3 1 - ( 4 — r V r5=-;i/:7 x-;i/) 

(291) 3- (2- ( (3-;>«^;V-l- ( 2 -7;i/;^-D- 5 - h U 7;V:*-D 

15 -4-7aiy:Sp$^^5=-;i/7 3i— 

(292) 3- (2- ( (3-^5^;i/-l- ( 2 D D - 6 -7;i/:^n 7 

(293) 3- (2- ( (3-;<^;i/-l- ( 2 -i'DD- 5 - :7;i/:tD>« 

(294) 3- (2- ( (3-;>«^;i/-i- ( 2 -7;i/:rP 7 3i^;i/) ^^)V) 

(295) 2- (2- ( (3-;><9^;v-i-7 3ii:i;v:r^;i/) ?t7;w^^-r;i/) - 
25 4- (2-;^9^;i'7 3iy^e^p<5^;v) 7aiydps^) fm^ 

(296) 2- (2- ( (3-^^;v- 1-7 31— *;w^^-f;i/) - 



910 



wo 03/016254 



PCT/JP02/08120 



4- (2-p« h^i^y:^^^iyj^^J]/) yzc^j^^^) f^^^ 

(297) 3- (2- ( (3-p<^;i/-l- (4-r-fe5=-;i/T^y'7 3:^;p) ^ 

(298) 3- (2- ( ( 3 -7;i/;rn - 4 - h U 7;!/;:^ D 

(299) 3- (2- ( (3-^^;i/-l- (4, 5 -S^p? h df-^- 2 -7;!/;^ 
10 (300) 3- (2- ( (3-p<5^;i/- 1- (2-7;i/3j-D-4-j>{ 

^> 

(301) 3- (2- ( (3-^^;b-i- (3, A-t^y)}/:^uy:^-)\,) zr 

15 (302) 3- (2- ( (3-^^;i/-l- (4-p<h#$^-l, 3 -t^:^:3^-b- 
(303) 3- (2- ( (3-p?^;i/-l- (3~ciih^i/7:iiz:i;i/) 
20 (304) 3- (2- ( (3-p«^;i/-i- ( 4 - h 0 y JV:tn ^^;v^^y x. 

(305) 3- (2- ( (3-^5^;i/-l- (2-5^7;i/;^-n^ 
25 (306) 3- (2- ( (3-^^;i/-l- (2, 3, 5, 6-7'h^yJV:tU 
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(307) 3- (2- ( (3-^^;v-l- (2- hU7;v;rn^^;i/7a:-;i/) 

(308) 3- (2- ( (3-^5^;i/-l- (2, 5 )V:ttiy 

(309) 3- (2- ( (3-^^;i/-l- (2-7;i/:tD-5-p< h:^r$^7 3i 

(310) 3- (2- ( (3-^^;i/-i- (3, 4-s?p<^;v7 3i-;i/) 

(311) 3- (2- ( i3-A^)V-l- (2, 4-$^7;i/:^P7ai-;V) :r 

(312) 3- (2- ( (3-p<5=-;i/-l- (2, 3, 6 - h U 7 ai- 
15 (313) 3- (2- ( (3-^g^;i/-l- (4-;j7DD-2-7;i/;t-D7ai- 

*;w?^'i';i/) -4-7iy=3fe^^5^;i/-7 3c-;i/) rn/i^m. 

(314) 3- (2- ( (3-^^;V-l- (2, 4, 5-bU7;i/:^a7:c^ 

(315) 3- (2- ( (3-p?5^;V-l- (2, 3 -i^7;i/:^D 7 :r 

(316) 3- (2- ( (3-p(5^;i/-l- (2-i^DP-4-7;i/^D:7a^- 

*;w"?^-f;v) -4-7 3i>'^^'^5=-;v7 3i— iru^^i^^^ 

(317) 3- (2- ( (3-p<5^;V-l- (2, 4, 6 - h U 7;V:tn 7 

25 (318) 3- (2- ( (3-pC^;v-l- (2, 3 -i^^ h=^i^:7 :r 
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(319) 3- (2- ( (3-p«^;i/-l- (4-S^Ji5^;i/T^>'7 3iJ::;i/) zf 

(320) 3- (2- ( i3-^^;V-l- (2, 3, 4, 5, 6-^>^7;V 
5 7'U/'1>^^ 

(321) (2E) -3- (2- ( (3-7<5^;i/-l-7 3i-;i/r^;i/) itjjw^ 
^e^JV) -4-7 3i^^^>p{^;i/7 3i-;V) -2-rD^>Kx 

(322) 3- (2- ( (3-^5=-;i/- 1 - (4-^>>;1/7ji^;1/) 

10 (323) 3- (2- ( (3-^^;i/-l- (3-7;V:tD-2-;>(^;i/7 3i — 

(324) 3- (2- ( {Z-^^)\y-l- (2, 3, 4- h U:7;i/:^n7ai — 
;i/) ;b;W"t^-f;i/) -4-7ai>'dE^i/p?^;i/7 3i-;i/) 7°d>'1>^^ 

(325) 3- (2- ( (3-^^;i/-l- (4- ( IfD U 1 -'f :7 

(326) 3- (2- ( (3-p{5^;i/- 1- (4-s^^5^;i'7^y 7 :/ 

(327) 3- (2- ( (3-pt5=-;i/- 1- (4-^^5^;i/7^^-2-^ 

(328) 3- (2- ( (3-pt5^;i/- 1- (2, A^-^^Y^^^y :^=■)^^) 

*;w^^-r;i/) -4-7ai>'=3FS^;><^;i/7ai:^;i/) Tuj^i^m. 

(329) 3- (2- ( - (4->^hdpi;/7:ii-;i/) r?'^^;!/) 

25 *;WN*^'i';v) -4-:7aiy^s>'^^;i/>'3i-;v) ^d/s>^x 

(330) 3- (2- ( (3-;^5^;i/- 1- ( 4 -Jc h^IrS^- 3 -pi b^^i/^ 
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(331) 3- (2- ( (3-^5^;V-l- (4— r V7•Dl^;^;^-:^^^'7al-;l/) 
5 (332) 3- (2- ( (3-p«5^;U-l- (3, 4 -P^^h^i^^ :^-J)y) 
(333 ) 3- (2- ( (3-^5^;i/-l- (2, 3, 4 - h U ^ h ^i^:7 ^ - 

(334) 3- (2- ( (S-^^^;!/-!- (2, 4 h^SpS^- 3 

10 :&;wt^'r;i/) -4-7a:>'dE^i/;»?^;v:7 3i-;i/) 

(335) 3- (2- ( (3-p«^;V-l- (5^:r7a^>-2— f;u) 

(336) 3- (2- ( (3-^5=-;i'- 1- (2, 4, 5 - h h=^$^7 nir: 

15 ;p) :7'5=-;i/) :i3;wt^-i';W -4->':iiy rp/^^v^. 

(337) 3- (2- ( (3-p<^;V-l- (3-^5^;i/5^:^-7^c>-2 — f;i/) 

(338) 3- (2- ( (3-^5=-;i/- 1- (2, 3 -i;^5=-;i/-4-^ h:3pi' 

7 31— ;i/) :r^;i/) yt7;wN'^'Y;i/) -4-7 3iy dri/p«5=-;i/7 3i— ;v) 7*d 
20 ;-?>^N 

(339) 3- (2- ( (3-^5^;i/-l- (2, b -V :^^))/- 4-^ V^i^ 

(340) 3- (2- ( (3-p<^;i/-l- (4-p< h:3pS>'-3-^^;i/7n:- 
25 )]/) y^))/) A;wt^^;i/) -4-7 3i^^$/pi^;P7air^;i/) 7*d>'1>'^^ 

(341) 3- (2- ( (5-p{^;V7^>'-2->r;i/) ^ 
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(342) 3- (2- ( (3-p<5^;i.-l- (2, 4 h^->- 3 -^^Jl 

5 (343) 3- (2- ( (3-;>i^jl-l- ( 1 -^5-;Hfn-;i._ 2 

(344) 3- (2- ( (3-p?5^;i.-l- (4 :^^;^) 

(345) 3- (2- ( (3-^5^;i.-l- (3-hU7;i/;rD^^;i.5=^;^7a. 

(346) 3- (2- ( (3-^5-;i.-i- (4 ^-ji,) yj.)^) 

(347) 3- (2- ( (3-^5=-;i/-l- ( 4 -t^:?'^ 7 ^ 

15 ;un^-r;v) -4-r7ai>':^5/p{^;i,:7ai-;i/) :rD7^>jK, 

(348) 3- (2- ( (3-^5=-;i/-l- (^:^-:7 a. >- 3 zr^)\,) 

(349) 3- (2- ( (3-^5=-;i/-l- (2, 5 a:ri;i.) 
;i/) *>;Wt^W';i/) -4-7aiy'=3F2y^^;P7a.-;i.) rD/^>^, 

20 (350) 3- (2- ( (3-p<g-;i.-l- (3, 4 -i^^ h :n :r 
:«7;w\*^-i' ;i/) -4-7:iiydps^p<5^;i,:7^-;i/) rD7l>^, 
(351) 3- (2- ( (3-p«5^;i.-l- (1, 3-$;;^i^-tJ-^>>jr>-4- 
-r;i/) >^g=-;i/) *;W'?^>r;i,) -4-7aiyd|p2/p<5^;i,7 3i-;i/) rD^^> 

25 (352) 3 - (2- (N ^>^^;i/-N-^5=-;i/;t7;Wt^-Y;U) -4-7aiy 
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(353) 3- (2- (N-^>i;;i/-N-rDi^;i/:!b;i/n^>f;i/) -4-73, 

(354) 3- (2- ( (3-^5=-;!/- 1 - ( 3 -7;i':tD - 5 - h U 7;i/3i-D 

:i7;wt^ -<;!<') -4-7 3^^ ^r5^^5^;i/7i— ;i/) 

5 yu/-^>m>. 

(355) 3- (2- ( (3-p?^;i/-l- (4-7;i/;^D-2-h>;:7;ix;^D 

r5^;i/) :^;WN*^>r;u) -4->':cyJp5^^^;i/7airi;i/) 

(356) 3- (2- ( (3-p?5^;i/-l- (2, 4 -;i/) 

(357) 3- (2- ( (3-^5=-;i/- 1 - (2, 4-i^ h i;:7;i/;tD^5^;i/7 
:n-;i/) ^5^;i/) :t?;wt^-r;i/) - 4 -7 dir^p?^:.;!.:/ jc-;w) T'n^'^ 

(358) 3- (2- ( (3-^^)1-1- {2-:^^)\,'7 3^-)V) ^5^;!/) :b 
15 ;wt^-r;u) -4-7 3iy#^^^;i/:7 3i-;i/) :7-d71>^, 

(359) 3- (2- ( (3-^5^;p-i- (2, 3-i^^^;i/:7ai-;i/) y^f- 
M ijn/n=^^)\,^ -4-:7iy^S/p<^;i/7Jij:i;i/) rD>''?>^, 

(360) 3- (2- ( (3-^5^;i/- l-:7ir:;i/:r5^;i,) 

4- (:7^>— 2— f;i/:«7;i/jJ?^;i/T^>'p<f^;i/) :7 3ir:;i/) rn7^>^, 
20 (361) 3- (2- ( (3-^5^;i/- 1 ;i3;w^^^;i/) - 
4- (i^^^/— 1 — f ;i/^5^;i/) 7aii:i;v) :7"d>''?>^^ 

(362) 3- (2- ( (3-p<^;i/-l-7 3i-;i/r5^;V) A;wt^-Y;i/) - 

(363) 3- (2- ( (3_^5^;i,_i_ (3^ 5 -S^^5^;i/7i^;i/) ^5=- 
25 ;b) ;i7;i//t^-r;b) -4- (3 -$^:py 7^1^ :7i-;v) 
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(364) 3- (2- ( (3-^5^;i/-l- (3, 5-i^?^^j]y7'j.-)V) 

(365) 3- (2- ( i3-^^)V-l- (3, 5 -p^^jiy y^ 

(366) 3- (2- ( (3-p«5^;i,-l- (3, ^ -V y^ 
;u) *;i/M^>f;i/) -4- (tfUi^>-3— 

10 (367) 3- (2- ( (3-;<^;i.-l- (4-^hd^s>_i^ Z-V^^^ 
'i>V>-6—f;v) -4- (2-^ut3-5-^ 

(368) 3- (2- ( (3-p<5^;i/-l- (4-^h=^i/-i, z-i^^a^.^ 
>r>i5^>-6-^;i/) -4- (3 -s^^y^^o^y 

(369) 3- (2- ( (3-^g=-;i/-l- (4-p< hd^i^-l, Z-^J^^^ 
->^^;v) ya/^>m^ 

(370) 3- (2- ( (3-p<5^;i/-l- (3, 5 -i^^uuy y^ 

(371) 3- (2- ( (3~ji^Jl-l- (3-^DD-5-7;i.:?|-D7a.- 

(372) 3- (2- ( (3-pC^;i.-l- (4-7;i.:^D-3-p{5^;i.7a.^ 

25 rD>'';>^^ 

(373) 3- (2- ( (3-^5^;i.-i- (4-7;i.;^D-3-^^;i/7^n 
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(374) 3- (2- ( (3-pt5^;i/- 1 - (3, 5 -i^7;i/;ro :7 :r 
5 (375) 3- (2- ( (3-^^;i'-l- (3, 5 h^S^^ 

(376 ) 3- (2- ( (,3-/^^)\y-l-y:^-^vy^)V) i^JW^'t-OV) - 

(377) 3- (2- ( (2-^ h^5/-2-7x-;i/3i5=-;V) ;i/) 
10 -4-73;y':^i^^5=-;V7 3i— yu;i>^^ 

(378) 3- (2- ( (2->'in-;i'rnl:f;i/) *;W'?^^;i/) -4-7jiy 

(379) 3- (2- ( (3-^5=-;i/- ijjw^^^ji/) - 
4- (2-7 3iydE^*^ai5^;i/) :7 3i-;i/) rn;-?>m> 

15 (380) 3- (2- (3 -:7rc^;i/^;i//}^>; >-4--i';i/:«j;i/5}?^;v) -4- 

(381) 3- (2- (4-7 3t^:5pi/t:^i;s?>- 1 ->r;i':*>;i'5t^— -4 

(382) 3- (2- ( (2-p< h:ap^- 1- (3, 5-^^5^;V7airi;i/) 3: 

20 *;i'/t^-r;^) -4- (2-^DD-5-p<5^;p:7a^y^rS^p«5^;i/) 

(383) 3- (2- ( (4-^5=';i/-2-7 3i-;i/^>5^;i/) iJ?W^^^)]/) 

(384) 3- (2-i^7air^;v^5^;u:ir;w?^-f;v-4-7a:>'^2/^5^;v7 
25 ai^;i/) T'n/iv^x 

(385) 3- (2- ( (2-i^;j7nrDtf;V- 1- (3, 5 
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(386) 3 - (2 - ( (1- (3, 5-i^^^)vya^-;i') :t3;w^^ 
-f;!/) -4- (2 -^DD- 5 jL^^ri^^5^;V) ^ai^;^) 

(387) 3- (2- ( (.3-^^J\^-l-'7 3^-Juy'^JV) itDW^^-i JV) - 

(388) 3 - (2- ( (l-;<^Jl^-2--7 jL-jlx,^-)]/) iJJW^'E^JV) - 

(389) 3- (2- ( (3->>?5^;i/- itjjWi^^J]/) - 

4- (^>\/5=-T^/~;v-2 — f)v) ;u) rD7i>^, 

(390) 3- (2- ( (3-^5^;i/- 1 -^ic-;!/:^^^;!/) pb;w^^-r;i/) - 
4- (1, 3-t^:t^D-^>'$r:^-2-^}V) 7 :rD>'i>^, 

(391) 3- (2- ( (3-^^;i/- l-:7iri;v::^^;i/) :i7;w^^-f - 
4- (-r>K— vJiz-l-'f 7 rD/i>^^ 

(392) 3- (2- ( (4-p?5=-;i/- i-:7 3i-;i/^>^5?>-2--r;i') 

(393) 3- (2- ( (3-^5^;i/-i-7ai-;i/:r5=-;i/) >!7;w^^-f;b) - 
4-7 3iy'^rS^p?^;i/-5-p«5^;i/7 3i:=i;i/) ^n>''«>K^ 

(394) 3- (2- ( (±:7>57W>-2-^;i/^5=-;p) *;WN'^>r;i/) -4- 
(i^^y— — r;v^5^;i/) rD>'i>^^ 

(395) 3- (2- ( (3-p«^;b- l-:7ai-;br5^;i/) j^^p^r^-f 

(396) 3- (2- ( (3-p<5^;i/- 1- (3, 5 -i^^5=-;i/7 3in;i/) 
;i/) :^;wt^-r;i/) -4- (e^ v^-;v- 1 7ic-;i/) 
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(397) 3- (2- ( (3-^5^;i/-l- (3, 5 - h :aF-$x7 

(398) 3- (2- ( (3-^5^;i/-i-7ji— *;w^^-i';i/) - 
5 3-><5^;i/-4-7 3i^=apsxj>i5^;v7 3i^;v) ra^^'^v^x 

(399) 2- (2- (3-^^;v-i-7 3i— 5b;w?^-r;i/-4 - 

(400) 3- (2- ( (3-t Kndps/-3-p55';v- 

10 (401) 4- (2- ( (2- (:^•7^5^1/>-l->f;l/) rD7iy-f;i/) TK^) 
-4- (4-3ih^i/7 3iy:3rS/p<5=-;i/) ^'ai^;!/) T'^V^. 
(402) (2E) -3- (2- ( (2- V >- 2 — T ;i/) TH25^;i/) 

T^x') -4- (tf^v^— 1— 7 -2-7"p'^> 

^x 

15 (403) 2- (2- ( (4-p<^;P-2- 1 —( J\/) 

(404) 2- (2- ( (4-;»(5^;V-2- (^^^iJ'VV-l — r;i/) ^>t5'^ 

(405) 2- (2- ( (4-p<5^;i/-2- V>- 1 --f ;V) ^ 

20 T^y) -4-pi^';vT^y^>i^;i') 

(406) 2- (2- ( (4-^5^;i/-2- i±y'$^v>-i — r;v) ^^v^J'y 

(407) 2- (2- ( (4-^^)\y-2- {±y ^ \y> - 1 —()\^) J 

25 ^)\/) T^^) - 4- — r;v^5=-;i/) ^>s^;i/) ^BS^^ 

(408) 4- (2- ( (2- 1— f;i/) rny^^'^f;!/) r^^') 
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(409) 2- (2- ( (4-^5^;i/-2- (±7i5^ U >- 1 -^-^l/) 

(410) 4- (2- ( (2- (:^7^5'lx>-l-^;ix) rTD^I^'^;!/) 7^^^) 

5 -4-^5^;i/5=-3f-^5=-;p7ji^;v) ir^s^v^^ 

(411) 4- (2- ( (2- rD>^'?y^;p) 7^^) 
-4-;><5=-;1/:^;I/:7^^;M5^;1/>'jc-;1/) 

(412) 4- (2- ( (2- (!^:7^v>- i->r;i/) rD>'iy-i';i') T^y) 
-4-^^';b^5=-;i/7jc-;i/) ::r^>^^ 

10 (413) 4- (2- ( (2- y^u^^y^jv) T^y) 

(414) 4- (2- ( (2- (i-y^i^-^-i-^ji) ^m^^^^JV) T^^^) 

-4:-T^^)\^-rK^ ^^)V'7 3L-)\,) y^ym.^ 

(415) 4- (2- ( (2- {^y-^v^-i—i)]/) yu/^j^jv) -r^^) 

IS -4-;<i/;]/7'^>f ^^JVy y^>m^ 

(416) 4- (2- ( (2- rn/iy^;!/) 
-4- iN-^->J]/-N-^^)VT^>^ ^^JV) yjL-j],) y^iym. 

(417) 4- (2- ( (2- (r^^iS'lxV-l-^r;!/) rn/iy-r;i/) T'^y) 
- 4 ^ y 7 31— riJ' 

20 (418) 4- (2- ( (2- if 1-^)1,') yu^iJ^fV) 

(419) 4- (2- ( (4-p<5^;u-2- (:^7^ 1^ >- 1 --f y 

(420) 4- (2- ( (2- (:^>^^v>- 1-^;^) rrn^'^y-f T'^y) 
25 -4- (2-:t=3PVl^U$^>- 

(421) 4- (2- ( (2- yu^^y^-ijv) T^y) 
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(422) 4- (2- ( (2- (:^:7^iy>- rn.'^>'-r;i/) r^^') 

(423) 4- (2- ( (2- (::)-7iJ'i^>- 1— f^p) rpyiy^f;)^) r^^) 

(424) 4- (2- ( (2- 1— r;i/) rn^^^-^;!/) r^^^) 

- 4 - 7 ^ ^Jl^^ 

(425) 4- (2- ( (2- (:^7 3'P>- 1— r;i/) rn>'iy-f;v) r^y') 

10 (426) 3- (2- ( (4-p«^;V-2- (!:^7^J^ 1 — Y;i/) ^ 

(427) 4- (2- ( (4-^5=-;i/-2- i±y ^ U>- 1 JV) ^ 

-r;i/) T^y) -4- (t:^\/— 1— r;i/^^;v) 7ir:;v) r^s^v^. 

(428) 4- (2- ( (2- yn^^^^JV) T^^) 

15 -4-'<>\/-f;i/T^y^5^;v:7 3i— ys^>m. 

(429) 4- (2- ( (2- (i-'7^U>- 1 -'1';V) rP7iy-f;i/) T^y') 
-4- (l^Ui^>-4— <;i/:^^S/'p<5=-;i/) 7air:;i/) :/i$'>m. 

(430) 4- (2- ( (2- (:^7<5^V>-l— f;v) yu^^y^JV) T^y) 
-4- (2-7 3i^:^S/ai^;v) zr^>m^ 

20 (431) 4- (2- ( (2- (:^7i$'^>- 1— r;i/) T'D^'^y-f;!/) T^y') 
-4- (i^US^>-2->f;i/;^^5^pi5=-;i') 7a:r^;i/) :r3'>'^^ 

(432) 4- (2- ( (2- rnyiy-r;!/) :?^^>') 
-4- (N-^^;v-N-7 3i— ^VT^y'-??^;!/) 

(433) 4- (2- ( (2- (::^:7iJ'l/>- l-^;v) rn/iy-Y;!/) T^^) 
25 -4- (N-^>\/-f;i/-N-^5^;i'T^y) 7 3ir:;i/) y^<5^ 

(434) 4- (2- ( (2- (4-7;i/5hD:h7^V>-l— f;!/) ^U^^y 
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(435) 4- (2- ( (2-73ir:;vrD/iy>f;i/) T^^) -A-y:x^J^ 

(436) 3- (2- ( (4-p<^;i/-2 -:7ai— ;i/^>^y-r;^) t^^) - 
5 4-7 3iy ;p) 7•D.'^>^^ 

(437) 3- (2- ( (2-7 3i-;i/^>^^^;V) T'^y) -4-73,^^^ 

(438) 3- (2- ( (2->'j:^;i/7°D>'iy-r;V) T^y') -4-73i>'ilp 

10 (439) 3- (2- ( (2-73i-;i/:r^>'-r;w) -r^y^) -4-7xy^S^ 
j>(5=-;i/:7 3ir^;i/) t'd/^v^^ 

(440) 4- (2- ( (2-:7ain;i/rD>'iy-f ;i/) T^y) -4-7iiin;i/ 

(441) 4- (2- ( (2-73i-;i/rD7iy>r;i/) r^y) -4-^>\/'f 

(442) 4- (2- ( (2- (4-7;i/;^D±7i5' 1 — { JV) zTuf^J 

(443) 4- (2- ( (2- l->f;i/) :7'D>'i>'>r;v) r^y) 
- 4 - 7 a;::::;!/;:^;^;^; - ^ ^ ^;i/:7 31 

20 (444) 4- (2- ( (2- (:^7^$^ V>- 1 — T rD>>^>' ;P) T^J) 

-4-^>s?;i/:F^yp<5^;i/7 3i— ;i/) :;^^>^x 

(445) 4- (2- ( (2- (4-7;V:rP:^7^^>- 1— r;i/) 7*D/1^ 

-f;i/) T^J) -4-7i-;i/r^y'p<5^;i/7i-;i/) 

(446) 4- (2- ( (2- (':^715'V>- l—f;!/) rp/'^y'-f ;V) T^y) 

25 -4- (4-i>'7'y 7 3iy^^s^^5=-;i/) >'3i^;i/) ^^i^Wu 

(447) 4- (2- ( (2- (^>y5^:4-:7ai>-3— r;i/) rD>'1>' ;V) 
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(448 ) 2- (2- ( (2-7a:-;i/7*D>''^^'r;i/) T^^) -4-73:x':^ 

(449) 2- (2- ( (2- 1— rP/^y-T^V) 7^/') 

(450) 4- (2- ( (2- (:h7^J' l—f;!/) rD/'«y^;i/) IT'^y) 

(451) 4- (2- ( (2- (:^7^57V>- 1— Y;!/) T'n/iy-f;!/) t^^) 
-4- (7^>-2— r;i/>b;vjJ^-;i/T^>';><^;i/) ;v) ::/i5'>^s 

10 (452) 4- (2- ( (2- (^^^J'l/V-l— f;V) yviJ-^J-f^V) T^^) 

-4- (3-7;i/:4-n^>v?-r;vr^yp<9^;b) •:f^ym^ 

(453) 3- (2- (N-^>i^;i/;^;i/4^-;v-N-p<5^;i/:p^>') -4-7 

(454) (2E) - 3- (2- (N-^>S^;1/X;I/3Jn~;v-N-^^;1/7^ ^ ) 

(455) 4- (2- ( (2- i^y^U>-l—(JV) T^y) 
-4- (3-p« h=^^^>\/-r;WT^y-><^;i/) 7 

(456) 4- (2- ( (2- 1— r^v) rD^-^y -f T^y) 
- 4 - >>>j7 n r D if;i/*;i/7jf— ^ y ^ 5=-;i/7 in— ;v) y^^ 

20 (457) 4- (2- ( (2- (::^7^V>- 1— r;i/) 7"D.''?y -f T^^) 

-4- (5^:^7 3i>-2 — r;i/*;P4?-;vT5yp«^;v) 7 :ri5^> 

(458) 4- (2- ( (2- C:^^^' 1— r;v) rnyiy-f;!/) T^J) 
-A- (3-^5^;i/-<>y-r;vT^>'^5=-;v) ^n^-;)/) i^^J^y^. 

25 (459) 4- (2- ( (2- V>- 1 — l';^) 7-D/iy-r;V) T^^) 

-4- (3-i57Dn^>y-r;i/T^>';>J5^;i/) 731— ;v) 
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(460) 4- (2- ( (2- i'^yi'U>-l-^;i) yuj^^^-ou) 

(461) 4- (2- ( (2- (±y^V>-l-^)l) TUf^J^f)}/) TKyf) 

-4- (4-7;i/::4-D^>^/-r;i'T^y;»«5=-;i/) 

5 (462) 4- (2- ( (2- V >- 1 — f;!/) rD>'^y-f;i/) TKy^) 

-A- {2-y)\/>tu^>^J^)]/T^>f 7 3:-;!/) :r^>^^ 
(463) 4- (2- ( (2- {-^y^v^-i-^ ro;iy-r;i/) 
-4- (3-^^nD-4-:7;v:^D^>\/-r;i/7'^yp<^;i') 73:— 

10 (464) 4- (2- ( (2- (2-^nD7ain;i/) 7*D7l^-r;i/) T'^y) 
-4-7jty:?p$/;>{^;i/7 3i-;i/) :r^>il^ 

(465) 4- (2- ( (2- (3 -tJ7DD:7 3i-;i/) rn^i^-f;!/) zp^^^) 
-4-7a:.>':J[^$/;>?5^;i/7 3in;i/) 

(466) 4- (2- ( (2- (4-^PD73;-;p) 7*D/iy-f;i/) T^^) 

15 -4-7iy:?FS/^5=-;v:7ai— ;v) 

(467) 4- (2- ( (2- (4-7;i/:^o7:ii— rp.'-?^ -r;v) 

(468) 4- (2- ( (2 - (4-p« h^fS^^^in;!/) :7*D>''?y -f ;v) T^^y) 

-4-7 3iy'^r2/7«5^;V7 3c.^;v) 

20 (469) 4- (2- ( (2- (:^7^V>-1 — r;i/) TU^-^yf^)]/) T^^) 

(470) 4- (2- ( (2- f;i/) :7'D>'iy-r;W T'^y') 
-4- (3, 5-5^7;^:^^D^>V^'f ;VT5>';»<^;1/) I/^'^'^, 

(471) 4- (2- ( (2- (:^:7^5'l/>-l->(';V) zruJ^J-()^/) T^J) 
25 -4- (3 -7;i/:rD7Jiy =¥i^^-9=-;i/) y 31=.;]/) -^^VWi. 

(472) 4- (2- ( (2- (4-^5^;i/7:ii-;i/) m^'^y' -f T^y) 
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(473) 4- (2- ( (2- (±7^v>-i->r;p) rD;v-r;i/) r^^) 

(474) 4- (2- ( (2- (:^7^5^l^>- 1— 7-p>'V'f;v) r^^) 

(475) 4- (2- ( (2 - (^y'^vv-i— f;i/) rn^v-T;!/) T^y) 

(476) 4- (2- ( (2 - (:h7i5'V'>-l— Y;!/) rn>'V'f;V) T^y') 
10 -4- (2, 4, 6-hVyMU-7j^>f^t^jA^)V) 

(477) 4- (2- ( (2- (rJ-^^S'i/V- 1 — f;!/) rD;s/-r;i/) :r^y) 

(478) 4- (2- ( (2- (:^7^J^V>- l--f;V) yUJ^^^JV) T^y) 

(479) 4- (2- ( (2- (::)-7^ V^-- 1— r;i/) :7'D;iy -r;i/) T^^) 

-4- (3-p« h:3(p:f/:7 3iy':^J/p«^;i/) 7:i:^;i') 

(480) 4- (2- ( (2 - (:^7^^>- 1— r;v) ro/'?>''r;v) r^y) 

-4- (2-^ h^r5^:7a:>'^i/;<^;V) y^>m> 

20 (481) 4- (2- ( (2- (:^7^v>- 1— r;i/) rp-'^y-r;!/) t^^^) 
-4- (2-p<^;i/^>y^7'^/— 5 — f ;i/:r=^p$/^5^;v) 7 

(482) 4- (2- ( (2- (^h^^S'VV- l-'f;V) T'Dy'ly' '<;V) T^J) 
-4- (4- (1, 2, 4- hUT^/-;V- 1 f;!/) ^r^^5^;i/) 

25 7 3^— ;W :rt$^>^. 

(483) 4- (2- ( (2- (:h7^5'^>- 1— f;v) rn/i>'-f;v) T^v') 
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-4- (2-3^h^iy^^3^y'^->^^)v) -psL-jv) 

(484) 4- (2- ( (2- zruJ^J^)],) T^y) 
-4- (2-^ b^$^-5-^^;i/7 3^>'^rS^.><5=-;i/) r/^j? 

(485) 4- (2- ( (2- (rh7^V>-l->f;i/) •ru;^J^)V) 

5 -4- (3, 5-2^^ :7ai-;i/) :rt$^>^^ 

(486) 4- (2- ( (2- (:h7^v>_ i-.j';^) rD>'^^>f;v) ^^^y) 
-4- (2-7;i/:^D-6-p< hj5p^'7ji>':^$/;>?5=^;i/) 

^> 

(487) 4- (2- ( (2- (±7iJ^l/>- ^-p^^y^;!/) T^y) 
10 -4- (2— i'v:rDtf;i/:r:^j/:7 3i>':^->p?^;w) 

(488) 4- (2- ( (2- (:^7^w>- 1— rDMy-<;v) 5^^^) 
-4- (2-7-fe^;p-5-p« h:^S^7 3iy:ap>>^5^;^) 

(489) 2- (2- ( (4-p<5^;i/-2- (^^^^S' U >- 1 ^>^^ 
15 -f;i/) T^^^') -4'-7aiy5^S^^5^;i/^>S^;i/) 

(490) 4- (2- ( (2- (:^7^5'lx>- rDyiy-r;b) T^^) 
-4- (2-t57PD-4, 5 y :r.—)\/) zf^ 

(491) 4- (2- ( (2- (:^7^$^V>- rD7i>'^;i/) tXJ) 
20 -4- (1-;^=^[^V-1, 2, 3, 4-7^ h^t Kn:h7;^l/>-6-^;i/ 

(492) 4- (2- ( (2- (:^7t$'^>- 1— r;i/) 7Dy'^V-f;^) P'^y) 
-4- (3-e^:r>':7ai>'^S/p?5^;p) ^^i^;!/) :r^>^, 

(493) 4- (2- ( (2- (:^:7^u>- 1— r;i/) 7'D>'i>'-i';i/) T^y') 
25 -4- (S-^'DD-S-^ h^i^7 3iy:^:^^5^;i/) 7:n-;i/) ri5'>^s 

(494) 4- (2- ( (2- l->f;i,) rP^'V^;!/) ^'^y) 
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(495) 4- (2- ( (2- 1— rn/'^y -f;!/) TXJ) 

-4- (4-:P'fe5^;i'T^y- 2-^5^0 P7a^y:^ri^^5^;i/) 

5 (496) 4- (2- ( (2- {.±y^\/>-\->{)\/) yxn^^J^fV) T^^) 
-4- (2-^5=-;i'5=-:?r-7aiy^S/>?^;i/) y y^>m> 

(497) 4- (2- ( (2- (:^7^5'lxi/-l-^;^) rnv'iy-f;!') 

-4- (4->^i$^>'-^';i/7aiy JF-s^pi5=-;W :7 3i^;i/) 

(498) (2E) -3- (2- ( (4 2 -7 

10 T^y) -4-7aiyde$^;'«5=-;i/:7 3i^;i/) -2-:rD^>'^^ 

(499) 4- (2- ( (2- (4-7;P;rD:^7i$^^>- 1 —f;!/) m^'iy 

'f;!/) -4- (if^y— ;v- 1 — f y^-)V) y^^ym^ 

(500) 3- (2- ( (2- (4-7;i/;rP:^7^V>- rD7l>' 

15 (501) 3- (2- ( (2- (4-7;^;rP:^:7t$' v>- 1 yuj^^ 
-f;i/) -4-:7ai::z;i/7'^y^^;i/7ai-;i/) :7°ny?>^^ 

(502) 3- (2- ( (2- i4-y)U:tu±y^u>- i->C)i) -run J 

20 (503) 2- (2- ( (2- i^-y MXi±y }\,) T^Z.^}V) 
T^y) -4-7aiydp2^^5^;V^>c^;i,) 

(504) 2- (2- ( (2- (4-7;l/;^P:^7^ l/>- 1 f;i/) T'D/'^y 

(505) 2- (2- ( (4-p«^;v-2-7 3i-;i.^>^y ^;i/) T^y) - 
25 4-7^y=^5^p<5^;V'^>i^;p) ^lis^^ 

(506) 2- (2- ( (4 -^5^;!/- 2- (3, 5 -i^p<5=-;i/7 3i-;i/) ^> 
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- 4 -:7 jay dp ^>^^;l/y>^ ^mmm. 

(507) 2- (2- ( (2- (i-^^U>- l->r;i^) ^'-fe^^;!/) ^'^y') - 
4 - 7 31 4ri^^ 5^;i/^ > ^MmWts 

(508) 3- (2- ( (4-p<5^;i.-2- (4-7;i/;rn-3-^5=-;i/7a:- 

(509) 3- (2- ( (4-^5^;i/-2- (3, 5 ^> 

(510) 3- (2- ( (4-^f^;i.-2- (4-^ hd^>>_i, 3-i^:t^D- 

10 —)]/) yuj-i^ms 

(511) 2- (2- ( (2- (:^7t5^1x>-l-^;b) rD7iy^;i.) j-^y) 
-4- (2-^^;i/7zcy:3i^^';,?5^;i,) ^>i^;u) ^^^^ 

(512) 2- (2- ( (2- (.±y^]y>-l-^;v) yu;^J^)V) T^^) 
-4- (2-^'DD-5-;»?^;i/7:cydpS/'^^;V) ^1L§^^ 

15 (513) 2- (2- ( (2- (:^7^1/V-l-^;i/) ^-D.'^y >f T^^) 
-4- (3-$^:P>'7ai>':^S/p<5=-;p) ^>e^;v) 

(514) 2- (2- ( (2- (::f-:7>$^v>-i_>f;i,) rD^iy^;p) 
-4- (lfU$^>-3 — 0]/:t^t^^^;i^) ^mSK. 

(515) (2E) -3- (2- (3-7aQ-;i.rDI:f;i.) -4- 
20 — -2-7*D^>^^ 

(516) 2- (2- (3- (::h7^1/>-2— I-;!/) yu\ij]y) -4- (If^ 

(517) N-p?^;i/-3- (2- (2- (:^7iS'^>-2-^;i/) a^h^f-^) 
-4- (tr^y— 1 — r;i/;><^;i/) 7jc^;i/) t-d^ivt^ h\ 

25 (518) N-y :i^-Jl^X)Uyt^-;],- 3 - (2- (2- (:^7^5^ Vi/- 2 
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(519) N-7 3:-;i/:^;i//tN-;i/-3- (2- ( ( 3 -;><5^;i/- 1 - (4-7 
5 (520) N-p?5^;i/-3- (2- ( (3 1 - (4 -7;i/3rn 7^;- 

(521) N- (l^i;S^>-2— -3- (2- (■ (3-^5^;i/- 1- (4 

10 — 7*D.'^>T^ Kn 

(522) N - ( 4 - h U 5^;V7 az - 3 - ( 2 - ( ( 3 

(523) N- (:^7;$'l/>-2 — ( JVX)V:^=-)]/) -3- (2- ( (3-;><5^ 
15 (4-7;i/:^D7=cr:;V) r^^^-;!/) *;W^^-Y;V) -4-73i^:3p 

(524) N-(3-iJ7Dn-4 5^;i/7 oq - ;i/:^;i//Js:n;i/) - 3 - ( 2 - ( ( 3 

20 (525) N- (4-3i^;i/7 3i-;i/:;^;i//rcr^;i/) -3- (2- ( (3-^^;i/ 
;»<5=-;i/7 3i^;i/) 7'p/i>7'^Kx 

(526) N — f V7*Di^;vx;i/>^::i;i/-3- (2- ( (3-^5^;v-i- (4 
-7;i/;ru7 :f^;]/) :^;WN*^>f;i/) -4 -7 3iy 

25 — yun>TK 

(527) N- (4-p?S^;V7 3i^;v;:^;V7^n;i/) -3- (2- ( (3-^5^;i/ 



930 



wo 03/016254 



PCT/JP02/08120 



(528) N- ( (1, l'-lf7xri;i/-4 — UV) 7srvit^=-)\/) -3 - (2- 

(529) N- ( (1, l'-t:7a:-;i/-2— f - 3- (2- 

( (3-.><5=-;i/- 1- (4-7;i/^n7 3in;i/) :*;w':^^;i/) - 

(530) N- (3, 4-i;7;i/:^P7 3i^;i/:;i;i/7t^r:;i/) -3- (2- ( (3 
10 -p<5=-;i/-l- (4-7;i/:tD:7ain;v) A;w^^-r;i/) -4-7 

(531) N- (2, 6 -i^7;i/:rn7ai^;i/x;i/>l^— -3- (2- ( (3 

(4-7;i';tP7 3i:^;i/) :r5=-;i/) *»;wt^'f;i/) -4-7 

15 (532) N- (2, 5-S^7;i/:rD7 3iri;i/>^;i/3^-;i/) -3- (2- ( (3 
-p<5^;i'-l- (4-7;v:^D7ai-;v) T'^;!/) >b;wi^>f;i/) -4-7 

3:.—)}/) rny'1>7'^ h\ 

(533) N- (2, h-V^y^^y-p :xL=.)\,:^)y/it^-}\/) -3- (2- ( (3 
->??5^;i/-l- (4-7;i';rD7 3i— 7"^;!/) >!3;i'n^-f -4-7 

20 3iy^$^p<5^;V7 3i— 7Dy''?>7'^ h\ 

(534) N- ( (E) -2-7i— - 3- (2- ( (3 

(4-7;i/:^D7 3i— ;p) 7^5=-;i/) -4-7 

(535) N- (7^>-2 — -3- (2- ( (3-^5^;i/- 
25 1- (4-7;i/;^D7ai-;i/) 7'^;!/) :;b;i/y t^'f ;p) -4-7ai>':^i/^ 

5=';i/7 7*0^1 i/T'^ 1*. 
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(536) N- (5^;^7ic>-2— -3- (2 - ( (3-p<^ 

(537) N- (7-i5'DD^>y7^-tf>-4— f;PX;Wtcr:;i/) -a - (2 
5 - ( (3-p«g=-;i/- 1- (4-:7;b;i-D:7x^;i/) r^;!/) *;w^^>r;p) 

-4-7iy =^i^j>{5^;i/7air.;i/) :rD7i>T^ 

(538) N- (3, 4-i^^atny=^-)VX)V^^—Jl^) -3- (2- ( (3- 

{4:-y)\y:tuy3.—)\/) A^W^^-r;!/-) -4 -7a: 

10 (539) N- (4-pi -3- (2- ( (3-^5^ 

(4-7;i/:^n7a.— ;i/) :;^5^;i/) *;w^^-i';i/) -4-7;c>'^r 
5/p<^;i/7rc-;i/) rD/'?^^^ h\ 

(540) N- (3 -^^;i/7ir:;v;^;i/^-;i/) -3- (2- ( (3-;»?5=-;i/ 
-1- (4-7;i/:4-D7i.-;i/) ^5^;!/) *;wt^-f;v) -4-73iy^rS^ 

15 p«^;i/:7 3:r:;i/) 7*0/1 Kx 

(541) N- (2 -7;i/:rn7 3:— -3 - (2 - ( (3-p«5=- 

(4-7;i/:rD7i^;i/) t'^^;!/) :ib;wt^-i';i/) -4-7aiy^r 

(542) N- (4-^Ty 7 3i-;v:^;i/j}K-;i/) -3- (2- ( (3-p<^;i/ 
20 -1- (4-7;v:^D7 3:-;i/) :/5^;i/) :t»;w?^-r;i/) -4-7 3iy^s^ 

^^;i/7:c^;V) 7"D/1>T^ }«x 

(543) N- J y -3 - (2- ( (3-^5^;i/ 
-1- (4-7;i/:4-n7 3i-;i/) :«7;i//i^-f -4-y:cj^i^ 
^^;V7 3i— ;v) 7*D/i>T^ 

25 (544) N-(2-^^DD-4-$/7'^7:Il-;^;:^;^4^-;^)-3_(2-((3 

(4-7;V;^-n7ai— ;u) T'^^/i/) A;wi^-r;i/) -4-7 
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(545) N- (3-;»? hdpj/7ai— -3 - (2 - ( (3-^^ 
5 (546) N- 3^—?]/XJ]/•^^-)V) -3- (2- ( {3->^9- 

(547) N- i^-y)]/-^uy -3- (2- ( (3-p<5^ 

(548) N-(2-^7np-6 3in;i/y^;v:^ - 3 - ( 2 - ( ( 3 

(549) N-(2- h U7;i/:i-D;»<5^;b7 3i— ;i/X;i/Ji^:r;V)-3-(2-((3 
15 (4-7;i/;*-D7a:— ;v) :/5^;v) :i7;v/t^-r -4-7 

(550) N-(3- ^';7;l/:^Dp^5^;V7xr:;^x;^7}^-;^)-3-(2-((3 
-p«5^;i/-l- (4-7;i/;rn7 3i-;i/) :i7;wt^-f -4-7 

20 (551) N- (4-7*nl^;i/7 3i^;i/X;V5ix-;i/) -3- (2- ( (3-^5=- 
(4-7;i/::rn7ai-;iy) 7'^;i/) pb;^^^-^;^) -4-7ai>'^r 

(552) N- (4 — r V7'Dtr;v7i— ;i/;^;i/7!x— -3- (2- ( (3- 

(4-7;i/;rn7 3ii:i;j/) pt7;w^^>f -4 -7 at 

(553) N- (::^7;$'^>- l-x r;vx;i/J^-;V) -3- (2- ( (3-;>«5^ 
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(554) N- (4-y^;Vy Ji-)]y:7.;\y7t^=.;]/) -3- (2- ( O-pt^;!/ 

-1- (4-7;i/;tP7 3i-;i/) :iJ;w^•^-r;^) -4-7x^:^2/ 

(555) N- (5-^>\/-f;VT^y^5^;i/5^:r7i>-2— f;!/;^;!/^-;!/) 
-3- (2- ( (3-^5^;i/-i- (4 -:7;i/;rD:73z-;i/) :r^;i/) 3b;i/ 
v't^-r;!/) -4-7aiy^>>pC^;i/7 3i-;i/) 7ay'-^>7^ h\ 

(556) N-7 3:^;i/:^;V4^r^;i/-2- (2- ( (3 l 

10 A;w"t^-r ;i/) - 4 - 7 ai y ^pi^^ x ^z^) T-k h t ^ 

(557) N-7 3i-;i/x;i/:i^^;i/-2- (2- ( (3-^^j]y-l-yni-)v 

:ij;w\-^-r;i/) -4 - (2-p(5^;i/7iy^2/^5=-;i/) ^a^y^^j/) 

(558) N-7 3i-;i/;:^;b7rc-;i/-2- (2- ( ( 3 1 -7 3ir:;i/ 
15 ::^5=-;^) :&;W'?^>r;i/) -4- (2 h^r$^7ai>'^S/^^;i/) ^oi^^r 

(559) N- (5-p(5^;V7^>-2--|';i/X;i/4^:::i;i/) - 3- (2- ( (3 

(4-7;1/:^-D7jc-;i/) *;wt^-i';i/) -4-7 

20 (560) N- (5^:r7 3i>-3-^;i/;^;i/5ix-;i/) -3- (2- ( (3-^5=- 
(4-7;i/2}-D7a:— A) :/5^;i/) ;ij;wN*^-f;p) -^-y^z^j^ 

(561) N- (7^>-3 — f;i/;^;i/7^-;i.) -3- (2- ( (3-^5^;i/- 
1- (4-:7;i/;^d:7 3i^;1/) ij)]/}^=^^ )\^^ - 4 -7x^:^5/ p< 

25 5^;L'7 3i^;i/) yu)^^yrx h\ 

(562) N- (l-p<^;i/fcfD— ;i/-2— - 3- (2- ( (3 
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(563) N- (3, 5-$^pJ5=-;i/-r v:^-=^lr•l^^/— ;i/-4— f;p;^;p7}^^;i/) - 
3- (2- ( (3-^5^;i/-i- (4-:7;v:^D7ai^;i') :;^5=-;i/) >b;w\- 

(564) N-^>$^;i/::^;i/Jlx-;i/-3- (2- ( ( 3 -p<5=-;i'- 1 - (4-7 
;i/::rD7 3in;i.) .*;wt^-r;i/) - 4 -^a^y 

(565) N- (5 -^^5^;P7'^y :^7^l/>- 1 — nV7.)VTjr^—)]/^ -3- 

10 (2- ( (S-j??^;!/-!- (4-7;i/:rD73i-;i/) 3b;w^^'f 

(566) N- (4-T-fe5^;V7'^y 7air:;i/:^;i//J^-;i/) -3- (2- ( (3 

(4-7;i/;rn7;iiri;i/) ::/5^;i/) :i7;wt^'f;w) -4-7 

15 (567) N- (4-:i7DD7 3^— -3- (2- ( (3-p<^;i/ 
-1- (4-7;i/3r-D7;c-;v) :r5=-;i/) >b;w^^^;i/) - 4 -^oi^'iir^^ 

(568) N-(2-p< h^i/;b;i/7jf:::^;i/7a:-;i/>^;i/3K-;v)-3-(2-((3 

(4-7;i/;^P7 3an;v) >b;Wt^-r;V) -4-7 

20 31 y 5=-;i/7 3i^;i/) 7*D 71 v^*^ 

(569) N- (3- (3-p(5^;i/-5-:r=^Vl^^y-;i/-l-^;i.) ^oir: 
;i/;^;i/3ix^;i/) -3- (2- ( {Z-z^^jv-i- (4-7;i/:tD7x.r:;v) 
7'^;i/) *;w'?^-r;v) -4-7ai^^s/pt5=-;i/7jc-;i/) 7"d71>t^ k 

(570) N- (5^1s^N/— ;p_5->f;^) -3- (2- ( (3_^5^;v_i_ 
25 (4-7;i/:rD7air:;i/) 75^;i/) -4-7 3iy 
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(571) (2E) -N-7i— ;i/:^;i/:^-;i/-3- (2- ( ( 3 -p<5=-;i^- 1 

(572) N- (trUi^>-2-'f -3- (2- ( 4 2 - 7 ai^ 

(573) N- (T'h^V^— ^Iz-S-'T^V) -3 - (2- ( 4 2 - 7 

(574) N-7:n-;i/;;^;i//jx-;i/-3- (2- (2- V-V- 2 — f;!/) 

10 (575) N-:7 3ir^;v;^;v3hr:;i/-3- (2- ( (3 1 ;v 
:i>;w^^-r;v) -4- (tf^v^— — 

(576) N- (T^h^y— ;i/-5-'f;i/) - 3- (2- (2- (:^7^V>- 
2->f;i/) :nh^^$^) -4- (bf^V^— 1 — T 5=-;i/) 7* 

15 P/IVT^ 

(577) N- (T^h^^Z— ;i/-5— f;i/) -3- (2- (2- (:^7^5'^>- 
2 — o^h^Jf^i^) -4-:7a:y:^^pi5=-;i/7 3ir:;v) ro^^^^^ h\ 

(578) N-7ain;i/X;i/7l^r:;p-3- (2- (2 -:7 -4 

20 (579) N- {y'V^^J—)V-5-y()V) - 3- (2- ( 2 -7 

i') -4- (t^v\/— ;v- 1 ->r;Mf^;v) t'd^'^^t'^ K^ 

(580) N- (5 -:rn^-2-p? -3 - (2- 

(2-7 3iri;i/a^h:^S^) -4_ (l^^N/— 

25 (581) N- (3, 4-t?7;V'2|-n7ai^;i/;;^;i/jf:r^;i/) -3- (2 - (2- 
(:^7^U'>-2->f;i/) Jih^i/) -4- (H^V— 
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(582) N- (7-t^DD^>vr7^-tf>-4-^;i/::^;i/;Jv-;i/) -3- (2 

- (2- (:^:7i$^i/>-2-^;W azh=^s/) -4- ^ _^ 

5 (583) N- (3, 4-:^^Dn7i^;bX;i/7}x::;;i/) - 3_(2-(2-(:^ 

(584) N- O-e/rpy^iii-;!/;;^;^:^;-;!.) -3 - (2- (2- (:^7^ 
^>-2-^;v) 3^h^iy) -4- (l^^\/-;i/-l— f;i/^5=-;p) ^ai- 

10 JV) yuJ^>T^ h\ 

(585) N- (3-^7Dn-4-p«^;P7ai-;i/;;^;i/7lx-;i/) - 3- (2- (2 

- (::?-7i5^^>-2--r;b) 3^h=^-^) -4- (1^^^/— 1 

(586) N- (3 -i'on-4-:7;i/:tD73ir:;i/>^;i/7}x-;i/) -3- (2- 

15 (2- (:^7i5'v>-2->r;v) -4- (t:^x7-;v- 1 ->f 

(587) N- (5-:rD^-2-^ h^s^:7ai-;i/x;i/7h-;i/) - 3- (2- 
(2- (:^7i5'U>-2— aih:^rS^) -4- (If 1 -^;V 

20 (588) N- (5-:rD^-2-p? h^r->7a:-;i.>^;i/3i^-;i/) -3- (2- 
( (3-^^;v- :>b;w^*^^;^) - 4 -7ai^:^>>p< 

(589) N-7ai;z;i/X;i/7^-;i/-3- (2- ( 2 -7 -4 

25 (590) N- (3-^^DD-4-:7;i/;tD7ai-;i.;:^;i.7}x-;i.) -3- (2- 
(2- (:^7^5'^>-2— r;!/) J^h^^PS/) -4- (3 —>T ^ y 
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(591) N- (3-t^Ty^:7 3L-j]/:^)V:t^-;\,) -3- (2- (2- (i-y^ 

5 (592) N-(3, 4-i^^^DD7ai::i;i/;^;i/7j^:r;V) -3- (2- (2- (:^ 
7i5'V>'-2 — ^h=^i^) -4- (S-^T'y 7 3i^^r^'P<5^;V) 7 

(593) N- (3 -i;7 0D-4-^^;i/7i-;i';^;i/:if;-;i/) - 3- (2- (2 

- i±y^ly>-2-^;]/) 3^h^i^) -4- (3-2/'Ty 7 3iy':^F->>^^ 
10 :7 3i-;i/) rT'n^^^T'^ 1*> 

(594) N- {7 -'i7Uti^>^Jy^'ify-4--{ ;]/X)\/-^~J]y) -3- (2 

- (2- i±y^U>-2-^)]y) xhdp>» -4- (3-i/Ty7aiydp 

(595) N- (3, 4-i^yj]/:^uyx.—;]/y(,;]/:^-;]/) -3 - (2- (2- 
15 (±7^^>-2— f;i/) 3ih:^2/) -4- (3-$/T>'7 3i>'Jp->p<5^;i/) 

:7:n-;i/) y°u^^>T5. h\ 

(596) N- (5-:rD^-2->j< -3 - (2- 
(2- (:^7i5^V>-2-'f;i/) 3ih^ri^) -4- (3 -5/7^7 01^:^$/ 

20 (597) N- (3, 4-i^7;i/:rD7ai^;i/X;V7fc^;i/) -3- (2- (2- 

7x-;i/j:h:^i/) -4- (i^^v^— — r;i/^5^;v) rn 

(598) N- (3, 4-i>7;i/:tD7x— ;i/:^;i/5f:-;v) -3 - (2- (2- 
(-><:> V-i- 5 l--f;i/) -4- (i^^\/-;i/- 

25 ;M^;i/) 7 31— yuM>T^ K> 

(599) N- (3, 4-S^7;P;*-D7 3i— ;i/) -3- (2- (2- 
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(600) N- (3, 4-S^7;i/::rD7 3ir:;i/X>l/:^-;i/) -3 - (2- (2- 

(2H-^>y h UT'V^— ;i'-2--i';v) -4- (1^^^/— 

(601) N- (3, 4-2^7;i/:tci7^— >'l'^>'^'i^--'^) - 3- (2- (2- 

(iH-^>\;h ury— 1— r;i/) ^ihjf-^) -4- (i^^y— 

(602) N- (3, 4-i?7;i':rD7ai^;i/;^;i//t;-;i/) - 3- (2- (2- 
10 (2-;»<^;i/^W'f 1 — r;v) j:h=^i^) -4- (if^v^— 

(603) N- (3, ^-Vy yy/iru-y 3u=.)\/'7.)\/ifs=,)\^) -3- (2- (2- 

(lH-^>^5^>/-;v- a^h:^>» -4- (if^\/-;i/- 1— f 

15 (604) (2E) -N- (3, 4-$^:7;i/::^-D:7 3ir:;i/;;^;i/jJx-;i/) -3- (2 
- (2- (:^:7^l/>-2— r;i/) Jih=^:jy) -4- (l^^\/--;i/- 1 — T 
7a:z:;i/) -2 -7'o^>7'^ K> 

(605) N- (3, 4-S^7;i/:rP:7 3i^;i/X;i/3tx-;i/) -3- (2- (2- 
(:^7^V>-2 — f;i/) ^h^i^) -4- (4-p«5=-;H^^^S^>- 1 - 

(606) N- (3, 4-S^7;i/:rD7i^;i/;^;i'7js^;V) - 3- (2- (2- 
(!^7^^'>-2— 3ih=^$^) -4- (4-7-b5=-;i/l^'^^^>- l 

(607) N- (3, 4-^7;i/;rn7 3i— - 3- (2- (2- 
25 (±7i5'i'>-2-^;i/) jih^ri^) -4 - (^;i/7}^u >- 4 — r;M5^;i/) 
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(608) N- (3, 4-i^7;i/:^D7 3i~;u;^;v>i^— -3- (2- (2- 

(609) N-7airi;i/;;^;i/7l>r:;i/-2- (2- (2- 

(610) N-7 3i-;v;^;i/3l^-;v-4- (2- (2- (:^7t$'ix>-2 ->f;v) 
j^h^s^) - 4- (if^V-;i/- i--r;M5^/'v) y^—)^^) •:r^:yrK h\ 

(611) N- (3, ^-WMXiy :c=.)\/-7.)\/i!rs:^)\A -4- (2- (2- 

(:^7^i/v-2->r;b) -4- (if^y— i-'f;M5=-;v) 

(612) N- (i^';i^y-3-^;v:^;v*c-;i/) -3- (2- (2- (:^7^ 
v>-2— f;i/) 3ih=3ps» _4_ (if^v^— 1— r;vpi9^;W 

(613) N- (1 -;>?^;n^n— ;v-2 — i y\^'7.)\/ii^=.M -3- (2- (2 
15 - (:^7^v>-2 — r;i/) ^h=¥i^) -4- (fc!^^>r--;v- 1— i';v^5=' 

(614) N- ( 4 2 — f - 3 - ( 2 - ( 2 
- (:^7t5^i^>-2— y;v) j-h^^) -4- — r;vp«^ 

20 (615) N- (3, 5-i?^5^;v-rv:^^t>-\/— ;u-4-'f;i/x;i'5^— ;v) - 

3- (2- (2- (:>-7^1x>-2— r;!') J^hdF-s^) -4- (if^y-;i/ 

(616) N- (i:fu^>-2— -3- (2- (2- 
v>-2 — r;i/) 3^h=^^) -4- (1^-^^/— i—f ;i/p<^;i/) :7 3i- 

25 ;i/) rD;i>T^ K 

(617) N-b. Kn=^i^-3- (2- ( (3-^^;v-l- (4-7;^3^^7 
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(618) N- ( 1 5. 2 - 3 - ( 2 - 

(2- (:^7i$'i/>-2--i';i/) oih^r^) -4- (If^^/-;!/- 1 — f ;i/ 

(619) N-7ai-;i/;:^;i/7jt-;i/-2- (2- 2 — r;i/) a: h 

(620) N- (5 -p<5^;i/:7^>-2— f;v;:^;i/7f:^;i/) -3- (2- (2- 
(:^7^v>-2— f;i/) Jih^s/) - 4- (t;^y— ;b- 1— f 

(621) N- (7^>-3 — r;v::^;i/7}^^;i/) - 3- (2- (2- (rh^^J^V 
>-2— f;v) a:.h^-» -4- 1— 7 

(622) N- (^3|-7ai>-3--r;v:^;i/j!^n;i/) -3- (2- (2- (:^7 
15 ^V>-2— r;i/) Jih^^f^i^) -4- (tf^y— 1 f^i/pt^;!/) 7i 

(623) N- (2, h^iy:7 3;^;i/X;i/7fc-;i/) -3- (2- (2- 
(:^-7^$^l/>-2— 3^h^iy) - 4- (Vf^v/— ;v- 1 — f 

20 (624) N- (4-p? -3- (2- (2- (:h7 

i5'i/>-2--<;i/) J^hdps^) -4- (i^^y— 1— f;v^5^;i/) 701 

(625) N- (3, 4-S^7;i/;^-D7 3i:i;i/X;V5l^— ;W) -3 - (2- (2- 

$/^D^:3p^;v3}-:^F$^3i h^i/) -4- (t:^^/— 1 -'f;i/^5=-;i/) 7 

(626) N- (3, 4-:^7;i/:e-D7 3i— -3- (2- (2- 
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(627) N-7 3ir:;i/X;i^7i^— 3 - (2- (2- ( 3 -p^ h^^pS^'OV-l' 

(628) N- (3, 4-^7;w:^-d:7 3i— -3 - (2- (2- 

(629) N- (3, 4-2^7;i/:rD7ai-;i/:^;i/5jK-;i.) -3 - (3- (3- 

(630) N- (3, 4-S^7;W:tD:7:n-;Vy^;i/7j^r:;i/) - 3- (3- (3- 

(^^iS'i/y- l-'f;W yn^^-» -4- (t^^^/— 1— 

15 (631) N-7:c-;i/:;^;i/:^-;v-3- (2- ( (th^^J? 1 5=- 
*;w?^-r;v) -4- — r;vpi5=-;i/) 7 yu 

(632) N- (3, 4-$^:7;i/:tD7 3i— -3 - (2- ( (::?- 

7^v>- 1 — f -4- (i^7\/— 1 ->r;i^ 

(633) N-7ai-;V';^;v;J^-;i'-3- (2- ( (:^7^ 2 — r;vp<5^ 
*;w^•^>r;^) -4- (if^y— i->r;i/p<5=-;i') 7i-;i/) 

(634) N- (3, 4-i^7;i';rn7air:;i/X;i/5i^-;i') - 3- (2- ( (::h 

25 7^v>-2 — ;t>;w^^'f;i/) -4- (if^\/— i — r;v 
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(635) N-7 3l^;l/;;^;^^^^-;^-3 - (2- (^>s^;i/*;W"?^'f -4 

- (t:^^/— 1— rn>'i>7'^ h\ 

(636) N- (3, 4--^7;V:^D7a:n;i/;^;V3j^-;i/) -3- (2- ('^V 
e^;i/:^7;WN-^-r;i/) -4- (bf^v^— ;v- l --f ;u^5^;i/) 

5 71 h\ 

(637) N- (3, 4-V7)]/7ttiy3i-fV^JV^—;]/) -3 - (3- (3- 

(i-7^u>-2-^jv) yxi:^^i^) -4- (t:^\/— ;v- 1— f 

(638) N-7 3i^;i/:^;i/7ix— ;v-3- (2- ( (3-^5=-;p-l- (3, 5 
10 -^^5^;i/:7ai— ;v) :jt7;W'?^>r;v) -4- l — f 

(639) N- (3, 4 - t^yj\^:ttiy =>^:=.JV:7.)V7t^—JV) -3- (2- ( (3 

-p<5=-;v-i- (3, 5 y^ji) njjW'i'E^ -4 

15 (640) N-:7jc— ;v:;^;i/j!Tr:;i/-3- (2- ( {3-:^^)]/-!- (3, 5 
-^^ h=iF^'7ai— ;v) :;^5^;i/) -4- (tr^^/— 1 - 

(641) N- (3, 4-i^7;^3^D7 3l— ;i/::^;V3ix-;i/) -3- (2- ( (3 

(642) (2E) -N- (3, 4 - 3- (2 

- (2- (:^37^V>-2-'f;i/) Jih^S^) -4- (4-7'te5^;H^^^ 

(643) (2E) --N-7air:;i/;^;i/7l%— ;i/-3- (2- iN-^>i^;v:7.;]/ 
25 ;i'-N-p<5=-;i^7'^y) -4- (i^^y— 1— f;i/^5^;i/) y:>^— 
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(644) (2E) -N- (3, 4 -i?yjV:tUZ7 - 3- (2 

(645) N- (3, 4-2^7;i/;^D7a:~;i/:;^;i/;j>-;i/) -3- (2- ( (2 

5 - )\/) T^iz^j]/) -4- (tr^\/-;i'- 1 - 

(646) N- (3, 4-s^7;i/:tn7ji— -3 - (2- (2- 
(5=-;^7ai>-2— f;i/) 3ih=^S/) -4- (if7\/— — f;i/^g^;i/) 

10 (647) N- (3, 4-2^:7;i/;rD:7 3i-;i/;^;i/3jvr:;i/) -3- (2- (2- 
(5^;t7 3i>-3— f;i/) j^h^s/) -4- (if^\;— — r;i/pi5^;v) 

(648) N- (7^h^\/— ;i/-5-W';i') -3- (2- ( (3-pi5^;V-l- 
(3, 5-5?^5^;i/7 3i^;i/) T"^;!/) :^7;wt^'f -4- (2-^ dp 

(649) N- (3, 4-S^-7;]/:tt2ysi—;i::^Jl^7t^—;]y) -3- (2- ( (3 

(3, 5-s^^5^;i/7 3i— 55j;w^^-r;i/) -4 
- (2-t5'Dn-5-^5=-;i/73iyd^$^^5^;i/) -73^— ;v) y'u^^>T^ K 

(650) N- (3, 4-i^7;v;a-n7 3i^;i/::^;i/^^;i/) -2- (2- (2- 
20 i^ydfuy-z-'iM Jih=^r2/) -4- (i^^y— — f;M5^;i/) 

(651) N- (3, 4-^^7;^2^D7i-;^;^;^>^>— -3- (2- (2- 
(±7^$^v>-2— r;i/) Jdhdpi/') -4-e^^^;vT^y;»?^;v7 3i-;i/) 

25 (652) N- (3, 4-t^7;i/:;^D7ai::i;i/:^;V3rv:^;i/) -3- (2- (3- 



944 



wo 03/016254 



PCT/JP02/08120 



(653) N- (3, 4-$^7;^3^^7ir:;l/:^;l/7^^-;l/) -3- (2- (2- 
7aiy^$/j:h:^:^) -4- (e^VT— 7 

5 (654) N- (3, 4-e^7;V::rD7ai-;v;^;i/;}s-;V) -3- (2- (2- 
(:^7^1x>-2— r;P) J^h^S/) -4- (3-;»«^;i/-2-;r=^PV-f ^ 

(655) N- (3, 4-S?:7;i/;rD7^n;p;^;i.5}>-;i/) -3- (2- (2- 

10 D>'1V7"^ l«x 

(656) N- (3, 4-^7;i/3j-D7 3ir:;v>^;i/4^-;i/) -3- (2- (2- 

(657) N- (3, 4-S^7;l/:4-D7 3l-;^;^;l/7i^-;l/) -3- (2- (2- 
15 (:h7i^v>-2->i';i/) ^h^$^) -4-p« WVT^y 7 rn.'"^ 

(658) N- (3, 4-i^7;i/:tD7 3i^;i/x;i'5i^— -3- (2- 
^i'^- i->r;v*;wt^-r;i/p( hdp^) -4- (tr^A/— — f;^^ 

20 (659) N- (3, 4-i^Z7}V:tU-7 3L—;VX;i/-!is=.)]/) -3- (2- (^> 

:^;i/:i7;WN*^^;i/^ hdp$^) -4- l — r^pp*?^;!/) 7^1- 

(660) N- (3, 4-^7;i/;rD7 3;— ;V) -3- (2- (2- 

(3-^5^;i/^>^/-^;i/r^y) 3ihdF-5^) -4- (tf5\/— 1 — f ;i/ 
25 p<^;i/) 73i^;i/) 7'D/^>:r^ K 

(661) N- (3, 4-i^7;i/:a-n7ai-;i/;:^;i/3^-;i/) -3- (2- (2- 

945 



wo 03/016254 



PCT/JP02/08120 



(662) N- (3, 4-S^7;^;^D7 3iri;i/;^;V/}N-;i/) - 3- (2- (3- 
7 31— ;i/rD7t<=3E^i^) -4- (}^^V—JV-1 — 7 3:-;i/) 7* 

5 12 /^>T^ h\ 

(663) N- (3, 4-S^7;V:^D7 3i— - 3- (2- (4- 
7 3i-;i/>^h^e/) -4- (i^^y— 1— 7 3i-;i/) 7"n 

(664) (2E) -N- (3, 4 -t?7;i/:4-n7 3i-;v::^;V2j^— - 3- (2 

10 - (2- (:h7^ V>-2— f;i/) Jib^^) -4- (2 -i^dFVtTD U 
>- 1 — 7ai-;b) -2 -T'D^VT^ h\ 

(665) N- (3, 4-^7;i/:rD7 3i^;i/X;i/7^— ;i/) - 3- (2- (2- 
(3- (tf^U$^>-l — r;i/) 73iri;i/) aihdp->) -4- (lf^\/— ;i/ 

15 (666) (2E) -N- (3, 4-i>7;i/5}-D73i-;vx;i/5}^— ;V) -3- (2 

- (2- (:^7t5'l/>-2 — (JV) Jih^J/) -4-$/Ty'^5=-;V7 3i^;i/) 
-2-7*D^>7^ Kn 

(667) N- (3, 4-^7;i/:^-n7 3i^;i/;:^;V/jT— - 3- (2- ( (3 
->^^?]/-i - {3, 5-s^^^;v73i— 5b;w^^-f;i/) -4 

20 - (^;i/*u>-4 — r;!/^^^;!/) 7 3i^;v) rDyiy:p^ h\ 

(668) N- (3, )V:ttiy - 3- (2- ( (3 

(3, 5-e^;>«5^;i/7 3i-;i/) *;w?^'f;i/) -4 

- (3 -i/T'y 7 3iy:3F-S/^5=-;V) 7 31— 7'D^'?>7'5 

(669) N- (3, 4-i?7;i/;^n7 3i-;v:^;V/^-;i/) -2 - (2- (3- 
25 (•^•7^]y>-2—()\y) 7'Ptr;i/) -4- (1^^ V^— ji/- 1 

7 3iydpi/) THz Ks 
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(670) (2E) -N- (3, 4-^^7;i/2)-D7ai-;b>^;i,;^-;i.) -3- (2 

- (2- (i-7^U>-2-^jU) 3^h^i^) -4- (^:^y:a>-3--i 

(671) (2E) -N- (3, 4-t?7;i/;^D7:c-;i.;;^;i/;Jt-;i,) - 3- (2 
5 - (2- {±-yi^\y:y-2-^)V) J^h^^-S^) -4 — ^VJ^^b^ai^;!/) - 

2-rD^>7'^ K 

(672) (2E) -N- (3, 4 -S^:7;i/:tD 7^1 -;p:;^;P;Jt-;1.) -3- (2 

- (2- (:^7>57^>-2— r;^) :i:h^$x) -4- (N— ^>'\/^;i/-N 

10 (673) N- (3, 4-^7;i/:j|-D7ai~;u;^;i/;}T-;i/) -3- (2- (2- 
:7 3i-;pa^h^i^^) -4- (2-^^00- 5 -^5=-;i/73;>'^>>^5^;ix) 

(674) N- (3, A-t;>y)V:irviy3L-)Vy(.)\,ijr^-))y) -2 - (n'-p?^:.;!, 
-N'- (2- (2- (:^7>^'^>-2— r;i/) a^h:3^j/) -4- (if^y— 

(675) N- (3, 4-$^7;i/:^D7airi;i/^;i/^-;i/) -3- (2- (2- 
(:^:7^57l/>-2-^;^) ich^sy) -4- (N' -7H2^;i/-n' 

(676) N- (3, 4->:^7;i/2hD7ai-;i/::^;i/s|x-;i/) -3- (2- (2- 
20 (:^7;57l.>-2-^;i/) oih^^s^) - 4- (N'-a^h^iy;b;i/;i^^;i/-N 

(677) N- (3, A-Vy -3- (2- ( (2 
-3-7 3iri;i/-2-:7*n/^— -4- (tr^N/-_;^_ ^ _^ 

25 (678) N- (3, A -Vy }],:^]2y 3L-)\,y^)\,it.=L))y) - 3- (2- (2- 
(N'-^5=-;i/-N'-7x-;i/7^y) J^h^rS^) -4- 
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(679) (2E) -N- (3, 4 -S^7;i/:^D 7 - 3- (2 
- (3-7ac-;i/rDl^;i/) -4- (tf^\/-;i/- l 

-2— T'n^VT^Ks 

(680) N- (3, 4-py)V:tU-7 3L-)V:7,;V:i^=.jV) -3- (2- (2- 

-4- (3-$^r>^7 3i^dpi/p«^;i.) 7ai-;i/) 7*D 

(681) N-'^>i^;b-N-ti h*Ddr$x-3 - (2- (2- i:f-y^U>-2 

-^)\,) a^Y^ty) -4- (i^^y— ;i/-i->r;M5=-;i/) rn 

(682) N- (3, 4-^^7;i/;tn7:E-;i/x;i/5}^^;i/) - 3- (2- (2- 

{±-7^uiy-2--()]y) -4- (^:p^/-;1/- 2 -'r;i/T^ ^ 

pi5=-;i') -7 3:.—)]/) yuny-TK h\ 

(683) N- (3, 4-i?7;i/;4-D7 3i— -3- (2- (2- 
(:^7^lx>-2— r;i/) J^hJ^i/) -4- (lfUS^>-2-'f;i/:r^S>') 

(684) N- (3, 4-^7;1/:^d:7 3i-;1/;;^;I//^-;I/) - 5- (2- (2- 
(:^7^^>-2— f;i/) -4- (lf^\/— 1 -'T 

(685) (2E) -N- (3, 4 -i^7;i/:j}-D 7 3ij:i;i/x;b7jx-;i/) - 3- (2 

- (if^\/— i--f;M5^;i/) -3- (2- (±7^?^>-2— f ;v) 
J^h^$^) 5^:^7ai>-4->f;i/) -2-7*D^>T^K> 

(686) (2E) -N- (3, A-V^Muy :ii=.)]/y(,)\,ity—)]/) - 3- (4 

- (tr^\/— - 3- (2- (3h7^i/>_2-^';i/) 
J^h^S^) 5^:^7a^>-2-'f ;V) -2-:7*D^>7^ h\ 

(687) N- (3, 4-S^7;V;4-n7cc— ;i/^;i/7rc-;i/) - 3- (2- (2- 
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(688) N- (3, 4-i;7;i/3hD7ai-;i/;;^;i/7jN-;i,) -3 - (2- (2- 

1, 2, 3, 6-5^h^fc h-ni^';>^>- aij. 
5 -4- (i:f^v^-;i/-i-^;i,p{^;i,) 

(689) N- (3, 4-S^7;i/:tP7ai-;v^;i/;}^-;i/) -3- (2- (2- 
(4-7ai— ;n^^U$^>- aih:^$^) -4- (hf^vT— 

(690) N- (3, 4-i^y)l^:tV'7 3^—^VXJU^—J]/) -4- (2~ (2- 
10 7 31 h ^rS^) -4- (3-^:Py 7a;y^rS^;^5^;i/) :7 3i^;i/) 

(691) N- (3, 4-2^7;i/:tD7ai-;i/x;i/7tx-;i/) -4- (2- (2- 
(:^:7^$'V>-2— <;!/) aih^rS^-) -4- (3-i/T^7aiy:J^S;.^5^;U) 

15 (692) N- (3, 4-i?7;]/:tU-pj^-)\,:7.J]/n^-jV) -3- (2- (5- 
y -4- (l:f^\/-;i/-l-^';vp<5:.;i.) 

(693) N- (3, 4-i?7;i/3i-D7 3i-;i/:;^;i/3}T-;v) -2- (2- (2- 
(:^7^V>-2->r;i/) -4- (t^^>/-;v_i_^;i,^^;i,) 

20 7 3;y^r$^) hT'^ j?^ 

(694) N- (3, 4-i^y)V:tUZ7:n-j]yXJV:^-j]/) -3- (2- (2- 
i\f^'J'-JV-l-^;v) s^h^Z^) -4- (tf^^/-;i/-l— 

(695) N- (3, 4-t^7;i/;rD:7ac-;i/:;^;i/7fc-;i/) -3- (2- (2- 
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(696) N- (3, 4-i?yjV:tuyyu-)u:^;],:^=.ji,) -2- (2- (2- 

(697) N- (3, 4-i;7;i/;tD7 3i-;i/X;P7f:-;u) -3 - (2- (2- 
5 (N-ai5^;i/-N-7 3i-;i/T^>') -4- (l^^ v^-;i,_ 1 _ 

(698) N- (3, 4-S^7;i/;tD7 3iri;i/X;i/5tr-;i/) -3- (2- (2- 
(N- (2-t h-D:^rS^Ji5^;i/) -N-7ai-;i/P'^y) 3lh:3^5/) -4- 

— r;!/^?^;!/) 7*D/^>7'* h\ 

10 (699) N- (3, :i^=u)]y7.)V^.-)],) -3- (2- (3- 

(700) N- (3, 4-i^7;^3^D7al-;l/^;l/5^-;^) -3 - (2- (2- 
(:^>'^S'^>-2-'f;^) xhdps^) -4- 1 

(701) l\-y:n-)]y:7.)\yi!r^-)]y-3- (2- ( ( 3 1 

(702) N- (3, 4-$^7;i/:rD7ai-;i.;:^^l,j|^-;i/) -3 - (2- (2- 
bh-D:^2/-2- (:^:7^5^V>-2— -4- (3-$^^^ 

(703) N- (3, 4-i^7;i/;tP7jc— - 3- (2- (2- 
(3- (^;b4^«; >-4— f ath^ri^) -4- (tf^V^— ;i/ 

(704) 3- (2- (5 -^g^;l/-3-:7a:c::;^^^^-^^y^;^) _4_^j,^ 
25 zru;^,ym.^ 

(705) 3- (2- ( (3-^^;i/-l- (4-7;i/2rD>^a:-;i,) 
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(706) 3- (2- ( (3-^^;v-i-7:iir^;i/:/^;i/) - 

(707) N- (3-^5=-;V- 1- i4-y;V:tuy :rL=:.JV) y^^jV) - 2- (3 

(708) N- (3-p«5=-;i/- 1- (4-7;i/:tn7 3i-;i/) - 2- (3 
- y I ^ y T^n tf;i/) - 5 - :7 ^r^p< ^;i"^>X7' ^ 

(709) N- (3 1 - (4-7;v;rP7 3i— - 2- (3 

(710) N- (3-p<^;v-l- (4-7;i/;rD7 3i-;i/) - 2- (3 

(711) ;i/;^;i/5fv-;i/- (2- (2- i±y^]y>-2-^j)/) x. 
15 -y-^ H 

(712) N- (3, 4-5^7;b3t-D7ai^;!/;^;V3fcn;i/) -n'- (2- (2- 
(:^7iJ7 v>-2->f;i/) aih:^e>') -4 - (tf^^/— 1 — f 

(713) 3- C4-:7xydpS/p{^;i/-2- [1- (4-7;i/:^D7air:;i/) 
20 -3-^^;i/:r^;i/T^>':!b;i/>ifn;i/] :7in;v] ^d/^^^t^ h\ 

(714) N- (3 -p?5^;i/- 1- (4-7;i/;rD:7ai-;i/) - 2- (2 

(715) 1- (2- (7^h^y-;v-,5— f -2 - (4-^5^;i/ 

(716) N- (2- (2- (2- (:^7^^>-2— r;i/) aih^i/) -4- 
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(717) 3- [2- [2- ii-y^\y>-2-^?V) -4 - (1 

5 (718) 3- (2 - (2- (2 - IxV- 2 ->f ^ihdf^i/) -4- 

(tf^y— 1— f;M5^;W 7 2, 4-:^:ap-9-J^ 
T^— ;V- 5 

(719) 3- (2- (2- (2- (:^>'t5'U>-2— r;!/) och^^ps/) -4- 

(t:^y— ;v- 1— f;M5^;i/) 7 31— 2, 4-;^^i^i^ 

10 Ty— 5-:t> 

(720) 3- (2- (2- (2- (t^7^5'^>'-2-'<;^') -4- 

;i/-5-:^> 

(721) 4- (2 - (2- (2 - (:h7^57 v>-2->f;i/) aih^^S^) -4- 
15 1— f;M5=-;i/) 7 3i-;i.) 2, 3, 5-:d-^ 

(722) 3- (2- (N-p?5=-;i/-N- (2- (:^7^ 2 -'T 

T'^^^) -4-7 3iy:ap$/p<5^;v7 3i-;i/) rro^^^v^^ 

(723) 3- (2- (N-7^-fe5=-;i/-N- (2- (:^7^ V>- 2 — T ;V) 
20 7^^) -4-7ai^=^i^P<^;i/7 3iri;i') rD/^>^^ 

(724) 3- (2- (2- (:>-7i5'U'>-2— f;i/) Ji^^;^^^-:^) -4- (If 

^y— ;v- 1— f ;i/p<5^;W 73i-;v) 

(725) 3- (2- (2- (:^7t5'V>-2— f ;v) -4 

25 (726) 3- (2- (2- (N-^>2^;i/-N-^5=-;i/T^ ) J^h^S/) - 
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(727) 3- (2 - (2- (N-^>'$^;i/-N-ai5^;i/:P^y) - . 

(728) 3- (2- (2- (N-73i^;V-N-7'Ptr;VT^y) 3ih:^$/) 
-4- (t^^^/— 1 — r;!/;^^;!/) rD/-^>^^ 

5 (729) 3- (2- {2- (6-:^ h^t^-i-y^U>-2-^JV) a:.h=^ty) 

-4- (i^^y— — r;vp«5^;v) 7•D-'"«>^^ 

(730) 3- (2- (2- (*;w^y— ;i/-9— r;^) J^h^S^) -4- (1^ 

(731) 3- (2- (2- (9, 1 KDTtJ^y 2^>-9-;r>- 1 0 

10 — -4- (i^7\/— — 

(732) 3- (2- (5 -4- (l^^\/— 1 — r;V 

(733) 3- (2- (5--7j^—)V-1-^>^—)]/) -4- (tf^\/— 
15 1 y^i^jV) 7*D7'?>^^ 

(734) 3- (2- (5 1 ;i/) -4- 

1 — f 7aizz;i/) :ro7i>^^ 

(735) 3- (4- (if^^/-;i/- 1— r;vp<^;i/) - 2- (:J-7^^>-2 
— f;v*;i/3lt— ;p7'^^^^;i/) ^jc— ;v) :rp>>i>^^ 

20 (736) 3- (2- (2- (N-7 3i^;i/-N-p«^;i/;^;i/4^:^;i/r^ 

(737) 3- (2- (2- (N-5^-fe5^;V-N-7in;V7'^>') J^h=^i^S^) 

-4- (br^y— 1— f;M^;v) 73i^;i/) Tuj^^ms 

(738) 3- (2- (2- (N-^>5^;V-N-7 3i-;V5'*y^) 3ihi|r5/) 

25 -4- (b^^^/— 1— r;i/^5^;v) rD/i>^^ 

(739) 3- (2- (2- (N- ( 2 -N-7ai-;VT5: y') 



953 



wo 03/016254 



PCT/JP02/08120 



31 h ^5^) -4- 1— f;M5^;i/) yx.-jv) yuj^ym. 

(740) 3- (2- (3- (7ac:y'^-b-$;>-l O-'f;!/) iTPTi^:^^) -4 

- (\^^'J—JV- 1-^ ysu-jv) 7*n/'?>^, 

(741) N- (3, 4-2^7;i';rD7i-;i/;^;i/3^r:;i/) -3 - (2- (5- 
5 -4- (ir^^/— l--r ;v) 

(742) N- (3, 4-i^'7JV7^X2y3i~jV^;i^-::^JV) -3- (2- (5- 

7 1 -4- (tr^^/— ;v- 1— f 

10 (743) N- (3, 4-i^yjV:tuy3i—)]/X)V:^=-))/) -3- (2- (5- 

:7 3iri;i/- 1 -^>5^^;i/) -4- (if^y— 1 — r;M^;i/) 
(744) 3- (2- (N-^>\/-<;i/i^^^s^>- 1— r;i/) -4- (t!^\/ 

15 (745) N- (3, 4-t^7;i/::^a7 3ir:;i/;:^;i//^-;i/) -3- (2- (N- 

^>v^>f;n^^^2^>'- 1 -^r;!/) -4- (if^v^— — r;vp<5^;i/) 

(746) 3- (2- (2- (3-^5^;i/-l-:7ain;i/r^;V3b;Wt^-f;v) 
-4-7:E:ydFi/^5^;i/) 7 1 , 2, 4 

20 ;v-5-5r> 

(747) 2- (l-^>^;i/-3- (3-^5=-;i'- 1-:7ji— ;i/:?'5^;i/:«j;wt 

^-f > F 4 — f ;v) mm. 

(748) 3- (l-^>i?;i/-3- (3-^5^;i/- l-7 3ir:;i/:r^;i/3b;W"^ 

'f>H-;v-4 — r;!/) rn/i>^. 
25 (749) 3- (2- ( ( 3 1 -7 31— *;w^^-i';i/) - 
4- (3-5/:p>'^>i^;i/:;^-dee/) T'n/i^M^ 



954 



wo 03/016254 



PCT/JP02/08120 



(750) 1 -^yi^jV- 3 - (3-^5^;!/- 1 JV) 

-5—0 H-;i/*;i/7jf 

(751) 3- (2- ( (3-^5^;u-l- (3, 5 -t^^^^Vy 3.-;),) 

(752) 3- (2- ( (3-p(5^;i/-l-7ai-;i,pr5.;i,) ;b;W^^^;i/) - 

(753) 3- (2- ( {3-y^^)\^-l-'7:r.=.}Vzr^)]y) }],) - 

4- (N-^5=■;l/-N-p^5^;^;;^;l/4^-;^7'^y) rny^^^^, 
10 (754) 3- (2- ( (3-^5=-;i/-l-7a.-;i.7^;i,) ;j7;wt^^;i/) - 

(755) N- (3, A-l>Z7 )\/:txiy -3- (2- ( (3 

15 (756) N- (3, 4-S^7;i/;a-D:7ai-;i/:;^;i.7!^-;i/) -3- (2- ( (3 
-p<^;i'- :^7;w\*^^;i/) -4- (N-p<5^;i/-N- 

(751) N- (3, 4-t^7;^3l-D7 3l-;^>^;^7i^-;l/) - 3- (2- ( (3 

(758) 3- (2- (2- (3-p<5^;i/-l-:7:^-;pr5-;i,;b;W^^^';i.) 
-4-:7in^;^i/p?^;V) :7ai^;u) 2, 4 -;^-:^-9-^7'v^— 

5 

(759) 3- (2- ( (3-^5^;v-l- ( 3 ^5^;!,) ^j, 
25 ;W?^^;i.) -4- (3-i^7y7 3.ydE^5^^5=-;i.) y 7-D/1>^, 

(760) 3- (2- ( (3-^5=-;i/-l- (3-p< hi^2/7 3i-;i/) 
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(761) 3- (2- ( (3-^^;i/- 1 r^^l/A^-T;!/) - 
5 (762) 3- (2- ( (3-p«5^;i/- l-:7 3i-;i/:;^5=-;i/) 5J7;w^^>r;v) - 

(763) N- (3, 4-$^7;i/:rP7ni-;i/;^;i/7rc-;u) - 3- (2- ( (3 

10 (764) 3- ( 1 3 - (3-^5^;i/-l- (3, b-V;^^))/^ 
(765) 3- (1- (3 -f>'Ty^>S^;i/) -3- (3-^^;i/-l- (3, 

5-i^^^;v7ai— ;v) '^^))/-)3))/n=E^ )]/) -f > F-;i/-4-'f;i/) t'd 

15 (766 ) 3- (2- ( (3-p{5=-;i'-l- (3, 4-$^^ 

*;wt^-i';i<') -4- (3->>7'^ 7 Jiy^i^^^;v) ;v) r 
(767) 3- (3-^>s^;v-l- (3-p«^;i/- l-7 3i::^;v::^^;i/;b;wt 

20 (768) 3- (2- ( (3-^5^;i/-l- (3 -p(5^;^-4-:7;l/;rD7al- 
;^) *;w^^-f;i/) -4- (3 -i^T'y 7 3iy^$/^5^;i/) 37 

(769) 3- (2- ( (3-;?^5=-;i/- 5tj;w^^-f ;t/) - 
4-p«5^>'i/^;i/5fj-;i/;r=^5^7ai-;i/) yu^-^^m^ 

25 (770) 3- (2- ( (3-^5=-;V-l- (3, 5 h^r5^7a:^;i/) 

*;W'?^-f;i/) -4- (3-S^ry'7 3i^=^$^p<^;V) 731— r 
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(771) 3- (2- ( (3-^5^;i/-l- (3, 5 
5 (772) 3- (2- ( (3-^5=-;i/-l- (3, 5 

(773) 3- (2- ( (3-^5^;i/-l- (3, 5 -^^^ 

10 m. 

(774) 3- (2- ( (3-p«5^;i/-l- (3, 5 -^y )l':tuy 
*;wi^>f;i/) -4- (3-J/Ty 7 r 

(775) N- (3-7;i/:^D7i^;i/X;i/7i^n;i.) -3 - (2- (2 - (3- 
15 p< h=^^S/7 3tn;i/3b;i/7K— aih^r$^) -4- ( t:^\/— 1 - 

(776) N- (4-7;V;^n7a^r:;b;^;i/;Jx-;V) -3- (2- (2- (3- 
20 (777) N- (4-^5=-;V7 3i-;i/>^;i/7jxr:;i/) -3- (2- (2- (3-^ 

(778) N- (3-— hD73in;v;^;i/:ijx-;i/) -3- (2 - (2 - (3-;»t 

h:^j/7 3i^;i/*;i/7ifri;i/:7'^^) 31 h^^*^) -4- (tr^y— 1 — r 

(779) N- (3-i/:py 7ai-;i/;^;i,jJ^-;i/) -3- (2- (2 - (3-^ 
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(780) N- (3 -pt^^^l/^rn^;!/;;^;!/;}^:^;!/) - 3- (2 - (2 - (3-p? 

(781) N- (3-;>« h=^->7 3i-;i/;:^;V5j^-;i/) -3 - (2 - (2 - (3- 

^ h:^s/7ai-;V/!7;v;}<^;i/T^y ) ^ih^f^s^) -4- 

(782) N- ( 3 - h U 7;i/;^n;>< - 3 - ( 2 - ( 2 

10 - i3-:^h^i^Z^3i=i)Vitj)V:^^^;VT-^y) xh^r^) -4- (bT^V— 
1 — f;i/;<9^;i/) rn/i>T^ 

(783) N- ( 3 h deS/i»;V7}?-;i/7 ^r:;i/:^;i/7}>-;i/) - 3 - ( 2 - ( 2 
- (3-^ h^e/7ai— ;i/^7;V7j?— a^hdps^) -4- (l^^v^— 

;v- 1— r;vp«9^;v) rD/-?>r^ K> 

15 (784) N- (3 -3- (2- (2 - (3 

-;Ah^Syy3L=.J]yti))yyf-~JVr5.y^) :J^h^i^) -4- (if^v/— 1 

(785) 3- (2- ( (3-p«5^;v-l- (3, 5 ai^;i/) 
20 (786 ) 2- (2- ( (3-^5^;V'-i- (3, 5 -s^p<5=-;i':7 ai-;i/) rr^^ 

(787) 2- (2- ( (3-^5=-;V-l- (3, 5 ai-;i/) 

;W :^j;w^^-f;i/) -4- i3 -i^Ty y ^i^j^^A) ^ai^'^^s^) 

25 (788) 3- (2- ( (3-^5^;i/-l- (3, 5 3i^;i/) 
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(789) 3- (2- ( (3-;^5^;i/-l- (3, 5 -t^^^JV7 a,=.;V) 

5 (790 ) 3- (2- ( (3, 5 -5^^5=-;i/7ir:;i/) ^5=- 

(791) 3- (2- ( (3-p<5^;i/-l- (3, 5 -S^^5=-;i/7ai 

;v) :*7;wi^^;i/) -4- (N— -^>i^;v-N-p<5^;i/X;i/7^:^;i/T^y ) 

10 (792) 3- (3- ( (3-p<^;i/-l- (3, 5 -i^^^Jl^y 

JV) :i7;wt^>f;i/) -5- (3 -i^y'yf y :3f-z/j;i^ju) 7 3i-;i/) 
>'^>^> 

(793) 3- (3- ( (3-^^;i/-i- (3, 5-i;^5^;i/7ai-;i,) 

;p) lij^w?^^;!/) - 5- (3-s^:7'y 7j;y^r5^^^;v) 7ai-;i/) 7*d 

15 

(794) 4- (3- ( (3-^5^;i/-l- (3, 5 -^JsA^jV^ 
:i3;WN*^-Y;i.) -5- (S-i^'rj-p::^^^^^^^;^) yoL-)],) 

(795) 3 - (2 - (1- (3, 5~i^p(^;i/:7ai^;i/) r5^;i/*;w^^-r 
20 -4- (3-5^Ty'7i>'dpi/^5=-;i.) :7ai^;i/) rD/^>m^ 

(796) 3- (2- ( (3-p<5=-;i/-l- (3, b -V 

:^;i/M-^^A) -4- (tf7y-;p-i-.r;i/^5^;i/;&;i/:if-;i/) 7^ 

(797) 3- (2- ( (1- (3, 5-s^p(5^;i.7 3i-;i.) rDtf;i/) >?7;wt 
25 -4_ {3~i/7Jy:^J^i^:^^)\,) 7a:-;^) T'D^'SV^, 

(798) 3- (2- ( (3-pt5=-;P-l- (3, 5 ->:;^^;i,7 
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*;wt^-f;i/) -4- (2 -7x— ;i/t:-;^) rn/i^^^ 
(799) 3-(2-((lR)-l - (±y^]y>-l->fj],) ai5=-;i/*;Wt 

(800 ) 3- (2 - ( (IR) -1- ^^^jvjujw"^ 
^-fJl) -4- (4-$/p^y 7 rp>'l>^^ 

(801) 3- (2- ( (3-^5^;i/-l- (3, 5-S^^5=-;i/7i::^;i/) 

*;wt^-r;^) -4- (2- (i^^v-;i/- 1 — r;!.) 70.- 

(802) 3 - (2 - ( (IR) -1- :c5=-;i/:i7;wt 
^-r;!/) -4- (4-^5^;i/7ai^:^$^) 7ac-;i.) rD/1>m^ 

(803) 3- (2- ( (3-^^J]/-l- (3, 5--y^^;vy=^-j\,) 

:t?;w^^-r;i') -4- (4-^5^;i/^>i^;i/;t^i^) 7ir^;i/) rn/^ 

(804) 3- (2- ( (3-^^;i/-i- (3, 5-i?^5^;i/:7ai-;i/) ^5=- 
*;W'^^'f;i/) -4- (4-7;i/;^-D^>5^;i/;^-:^r^) 7ai:z;u) 

(805) 3- (2- ( (3-p<5^;v- 1- (3, 5 ::r5=- 
:fe;wt^>r;u) -4- (2-t/7y^>^;i/:^dpi/) 7 rn^^ 

(806 ) 3- (2- ( (3-p«5^;i/- 1- (3, 5-$^^5^;i/7:r-;i/) 
;W *;wt^^;i.) -4- (2-p< h^s^^>>:^;i/:^ds^$^) yu 

(807) 3- (2- ( (3-p<5=-;i/-l- (3, 5-i^^^;i/:7rc-;i/) 

;v) *;WNr^-r;v) -4- (2 -t5'DD^>i^;i/:^-dp2/) ^o^:^;!/) roy'i 

(808) 3- (2- ( (3-^5^;i/-l- (3, 5-s;p<5^;i/:7:n-;i/) 
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(809) 3- (2- ( (3-^5^;i/-i- (3, 5 

-4- (2 -^5^;i/^>i;;i/;r=^>» ^^.n;!^) ^d/i 

(810) 3- (2- ( {3-^^;v-i- (3, 5-i^^^;i/7ai-;i/) 

;i/) *;w't^-f;i/) -4- (2 -:7;i/;rD^>^;i/;^d^i/) 7 3i^;i/) rrn 

(811) 3- (2- ( (3-^9-?v-l- (3, 5-S^^5^;i/7aL-;i.) rT^^ 
10 :ij;Wt^-f;i/) -4- (4-3i5^;i.^>$^;v;^-:J|^$^) ^i-;^) y^j^^ 

(812) 3- (2- ( (3-^5^;i/-l- (3, 5 ->:;^5^;i/:7 3i rr^^ 

-4- (2 - h :7;v;^-n^^;i/^>>:;;i.;^i^sx) 7^, 

15 (813) 3- (2- ( (3-ji^)l-l- (3, 5-S^p«^;i/7:c-;i.) 
-^JW^^^jv) -4- (2, 3-s;^ h^S^-^>i^;i/:r^>» 

(814) 3- (2- ( (3-pi5^;i/-l- (3, 5 

;u) *;w^^'f;i/) -4- (2~:7;i/::rD:7i^^S/^5^;p) y 

20 D/'?^'^^ 

(815) 3- (2- ( (3-^5^;i.-i- (3, 5 ^5=- 
*;w\*^>r;ix) -4- (2-;57DD7aiyd[^2^p<5^;i,) 

(816) 3- (2- ( (3-^5^;i.-l- (3, 5-i;^g^;V7ai-;i/) r/g^ 
25 ;i/) A;Wt^>f;i.) -4- (2, 4 -S?7;V:rD7:ny :7ai- 
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(817) 3- (2- ( (3-^^;b-l- (3, 

)V) *;W'^^-f;i/) -4- (3-7;i/5j-D:7 3i^:3|p$/^5^;i/) 731— y 

(818) 3- (2- ( (3-pt5^;i/-l- (3, 5 

5 ;i/) :i3;WN'^-r;i/) -4- (2, 5 -i^7;i/:^-D7ai^:5[^->p(^;v) :7a:- 
;i/) T'D^ivK^ 

(819) 3- (2- ( (S-^^^-;!/- 1- (3, 5-$^^5^;P7:c-;i/) 7^5=- 
;i/) :i?;Wt^-r;i/) -4- (2-i?DD-5-7;i/;^D7aiy'ilpS/^5^;i/) 

10 (820) 3- (2- ( (3-^^;i/-l- (3, 5 ^5=- 
:«7;w^^-f -4- (2, 6 -i^^5=-;b'^>i^;i/^^i/) 7ai-;v) 

(821) 3- (2- ( (3-^5^;i/-l- (3, 5 -i^p<5^;i/:7air:;i/) 

-4- (2-2</:ry 7iy^rj^pi5=-;i/) rn 

15 f^^^Wt.-. 

(822) 3- (2- ( (3-^5^;i/-l- (3, 5 

;i/) *;w?^-r;i/) -4- (4-5/7^^ 731— ;v) rn 

(823) 3- (2- ( (3-p«5^;i/- 1- (3, 5 -i^^^;i/7 3i-;v) 

20 -4- (4-^ h=¥^7 3iy^3ps^^5^;i/) r 

(824) 3- (2- ( (3-^^;v-i- (3, 5 

:&;w^^-r;b) -4- (3-^ V^^^-y r 

25 (825) 3- (2- ( (3-p<5=-;i/-l- (3, 5-i;^5^;V7 3i-;i/)Vf^ 

-4- (3 ^r5/;<^;i/) 7a:r^;i/) 
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(826) 3- (2- ( (3-^5^;i/-l- (3, 5 -t^:A^)],y 

iJjVJ^^ -4- h^l^-5-t/7'Jy3L^:SetyjA^)V) 

5 (827) 3- (2- ( (3, 5 -i>^5=-;i/7 air:;!/) ^5=" 

*;wt^-r;v) -4- (3 -i5'Dn^>s^;i/:t=^i^) yu/i 

(828) 3- (2- ( (3-;>?5^;P- Ir- (3, 5 -S^;.? -;i/) 7^5^ 

10 yivMs 

(829) 3- (2- ( (3-p«5=-;i/- 1- (3, 5 -S^;»<5^;i/7air:;i/) 

;v) *;w>'N'^-r;v) -4- (3- h U7;^;^-Dp<5^;^^>s^;l/5^=3FS/) yx. 

(830) 3- (2- ( (3-^5^;i/-l- (3, 5-S^^5^;i/7 3i-;i/) y^ 
15 J]/) 3b;W"?^'f ;i/) - 4 - ( 4 - h U 7;V;4-Dpi5^;i/:^:^i/^>^;i/:4-:3|r^') 

(831) 3- (2- ( (3 -^5=-;!/- 1 - (3, 5-t^^^J]/yji—JV) 
)V) ijJW^^^j]/) -4- (4 — ( ^jyu}^)\/^>t^j)/:t=^i^) 7 

20 (832) 3- (2- ( (3-^^)]/-!- (3, 5 -i^p? 3;i^;i/) :r5=- 

;v) *;w^^-r;v) -4- (:^7^$7i/>- i --f 

(833) 3- (2- ( (3-pt5=-;V-l- (3, 5-S^p<5=-;V7a;r:;i/) 

25 

(834) 3- (2- ( (3-^5=-;i'- 1- (3, 5 ^5=- 
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-4- (2-^ h^t/y^^^^iypi^jv) y^^-jv) y 

(835) 3- (2- ( (3-^5=-;i/- 1 - (3, 5 -i^ ^^J\^y j^-jv) 

;^) *;w^^^;i/) -4- (2 -:r-i2^;i/7aiy^i/^5=-;i/) r 
5 n^^>ms 

(836) 3- (2- ( (3-^5^;i/~l- (3, 5 ^^'^^ 
*;WT^>r;i/) -4- (4-t -::^5^;i/^>s?;i/;^-dpi^) 7 y 

(837) 3- (2- ( (3-p{5^;i/-l- (3, 5 -S^p« :n 

10 A;w\-^>f;i/) - 4- (4-7 3iii;i/'^>s^;i/;^-^r^') yj^—)]/) yu 

(838) 3- (2- ( (3-p<^;v-l- (3, 5-i^^5^;i/7ai^;i/) zT^ 

:«7;WN'^-<;i/) -4- (2 yz^-ju) yu 

15 (839) 3- (2- ( (3-^5=-;i'- 1- (3, 5 >^5=- 
;i/) :^;w?^-i';i/) -4- (2-i^DD-4-7;i/:tD:7a^ydri/pt5^;i/) 

(840) 3- (2- ( (3-^^;i/-i- (3, 5-i^p«5^;i/7ai-;i/) 
*;wt^-r;i/) -4- (2-p?5^;i/-4-7;i/:^-D7 3i>^#$^p<5^;i/) 

20 rnyiv^, 

(841) 3- (2- ( (3-^5=-;!/- 1- (3, 5 -;i/) y^ 
:^7;wi^^;i/) - 4- (2, ^-^J^^}\^y3^^^ty:^=^)\,) 7 

(842) 3- (2- ( (3-;^5^;i/- 1- (3, 5 3ic^;b) y^ 
25 :^;w\*^>r;v) -4- (4 ;i/^5^;i/:7 3iy :7 
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(843) 3- (2- ( (3-p<^;i/-l- (3, 5 :r5=- 
A;w^^-f;i/) -4- (2 h^aps^- 5 -p<^;i/:7 3iy'=^ps/p<5^;i/) 

(844) 3- (2- ( i3-A^J]y- 1- (3, 5 

5 -4- (4-pt5=-;V7 3iydp^p<5^;V) 7*0 

(845) 3- (2- ( (3-p<^;i'-l- (3, 5 

*;w'^^-f;i/) -4- (4-7;b;rD7:3i>'^$^p<^;i/) r 

10 (846) 3- (2- ( (3-;><5^;i/- 1- (3, 5 

(847) 3- (2- ( (3-^5^;i/-l- (3, 5 

;v) :3b;w^^-r;i/) -4- (2, 5 -i?7;i/:^D^>s;;i/:^-^r^) :7 3ir:;i/) 

15 7*0/1 

(848) 3- (2- ( (3-p(^;i/-l- (3, 5 -5^^^;V7 

5!7;wt^>f -4- (4-^J7nD^>s;';v:t=Jpt/) rrn/i 

<849) 3- (2- ( (3-^^;i/-l- (3, 5 
20 :tr;w^^>f -4- (2 -7;w;rD- 5 - h U 7;P:^D;>t5^;p^>i? 
;v;r=¥5^) 7a:^;i/) yxin^yWt.-. 

(850) 3- (2- ( (3-^^;i/-l- (3, 5-S^^5^;V7ir:;i/) p^^^ 
*;w^^-f;ix) -4- (2, 4-s^7;i/:4-n^>^;i/:r^$/) 7 

25 (851) 3- (2- ( (3-;<^;i/-l- (3, 5 
>b;W'?^-f;V) -4- (3, 5 
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(852) 3- (2- ( (3-p<^;i/-l- (3, 5 1:::;!/) ^9- 

*;w'?-=e-Y;i/) -4 - ( 1 -ai5=-;i/- 3 -;>i^;H:r^\/— 5 — r;i/) 

5 (853) 3- (2- ( (3-p<5=';i/-l- (3, 5 

*;wt^>f;v) -4- (2-7;v:tn-6- h ';:7;i/;rP-?«5=-;v^>$^ 
7:ii:^;L') yn^^>m. 

(854) 3- (2- ( (3-^^;p-l- (3, 5 IT^^ 

;v) A;w"^^-r;v) -4- (2, 3-i^7;v:rn^>i^;i/:4-^S/) 731— ;b) 
10 7'd;i>^^ 

(855) 3- (2- ( (3-^5=-;i/- 1- (3, 5 -i:<?^5^;V7 
JV) *;W^^-r;i/) -4- (2, 6-i^7;i/::^n^>i;;i/:^dpi/) 

(856) 3- (2- ( (3-p<5^;i/- 1- (3, 5 -i?^5^;V7air:;i/) 

15 ;v) *;v/^^-f;v) -4- (2 -i5'dd-4 -7;i/;^D^>i?;i/3}-^ri/) y 

(857) 3- (2- ( (3-p?5^;i/- 1- (3, 5 -i^p?^;i/:7ai^;i/) 
:i>;w^^-f;i/) -4- (3, 5-i>yf]y:tu^>i>j]/:t^ty) 

20 (858) 3- (2- ( (3-p<5^;i/-i- (3, 5-s^^9;vy -f^ 
;p) *;w^^>f;i/) -4- (2, 4-ii;:^ ( h U 7;v;rpp«^;i') 
73;— ;v) 7*D/i>^^ 

(859) 3- (2- ( (3-p<^;i/-i- (3, 5 -S^^^;i/7 3i-;i/) 

;p) :i7;w^^-r;i') -4- (3, 4-i^7;i/;rD^>s^;i/;r=^^^') y:^—)V) 
25 rD;N'>^> 

(860) 3- (2- ( (3-^5^;V-l- (3, 5 -S^p<5=-;i/7 ai-;i/) 
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(861) 3- (2- ( (3-^^;i/-i- (3, 5-s^p«5^;i/:7 3in;i/) 
:^;w^^>r;i/) -4- (3, 4 

(862) 3- (2- ( (3-p«^;i/-l- (3, 5 ^5=- 

*;wt^>f;i/) -4- (2 i — f ;v;>t5^;i/:t^ 

(863) 3- (2- ( (3-p<5=-;i/- 1 - (3, 5 -i^^5^;V7i— ;v) 

10 *;i/>'^^-<;v) -4- (2, 3, 6 - h U7;i/3t-D^>$^;v:^^$/) y 

(864) 4- (2- ( (iR) -1- (:^7^i/>-i — r;i/) 3i5^;i/*;W^ 
^-f;i/) -4- (4-— hn^oiy^^) ;i/) t'^S'V^^ 

(865) 4- (2- ( (IR) -1- — f;v) 3ig^;i/*;w"; 

15 ^-Y;!/) -4- (4-T^>'7ai>':^i/) ;V) I^^S' 

(866 ) 4- (2- ( (IR) -1- {±y^vi^-l — r;i/) a^^;i/:^7;w^ 
-4- (4-pi5^;VX;i/7fi::i;i/7 3iydrS^) 7ai::i;i/) 

(867) 3- (2- ( (3-^5^;V-l- (3, ^-V^^)]^'7 3i—)\,) zr=^ 
;v) *;W'?^-r;V) -4- (2-5=-3in;vp{^;i/:;r=^$/) 7 rn^i 

20 

(868) 3- (2- ( (3-^5^;V-l- (3, 5 -5^^ 

3!j;wt^-f;i/) -4- (i, 3-$^:^^5/'r>'^>-4->r;i/) 

(869) 3- (2- ( (3-;>?5=-;i/- 1- (3, 5 

25 ;v) ±j;w'?^-f;i/) -4- (2, 4-s^p«5^;i/^>s^;i/:^=^s^) y^L-)]/) 
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(870) 3- (2- ( (3-^^)1-1- (3, 5-P:<^)]/y3^=.JV) 

;b;w"?^'f;v) -4- (3-p<5=-;i/^>$^;i/:t4r$^) 7 rn^i 

(871) 3- (2- ( (3-p«5^;i/- 1- (3, 5 :c 

5 J]/) 5b;Wt^-r;i') -4- (4-p«^;i/^:*-'^>^>>l/;r^r$x) 7 :7* 

(872) 3- (2- ( (3-^5^;!/- 1 - (3, 5 ;^^J]^y j^-JV) zT^f- 
M :;b;w'?^-r;i/) -4- (2, 5 -^^^;i/^>^;p:t^ri^) 7 

10 (873) 3- (2- ( (3-^5^;i/-l- (3, 5 i-;V) i:?'^ 

;i/) *;wt^'f;i/) -4- (2 -7;i/;^n-4 - h >; 7;u;zj-p^^;i/^>:^ 
7ai^;i/) T'D/^vMs 

(874) 3- (2- ( (3-^^;V-l- (3, 5 -:^^5^;i/7i^;V) 
A;W"T^>f';i/) -4- (4-:7;i/:;i-n-3 - h »;7;i/:i-D^^;i/^>s^ 

15 7ai^;v) rrn/i^^. 

(875) 3- (2- ( (3-p?5^;i/- 1 - (3, 5 -s^^5^;i/:7i^;i/) 
:ij;w?^'i';v) -4- (3-7;i/;^D-5-h y7;i/;^-Dp<5=-;i/^>i^ 

(876) 3- (2- ( (3-p?5^;i/- 1- (3, 5 ^;v:7 -;i/) 

20 ;v) >b;w^^-r;v) -4- (4-:7;i/;rD- 3 -^pd^>$^;i/:^^5^) 7 

(877) 3- (2- ( (3-^^;i/-l- (3, 5 -S?J>< ai-;V) 175^ 

;i/) *;w^^-r;i') -4- (3-7;i':tD-4-p?5=-;v'^>^;i':^=^$^) 7 
25 (878) 3- (2- ( (3-p<5^;v-i- (3, 5 3i-;p) 
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(879) 3- (2- ( (3-p?5^;V-l- (3, 5 ^''f- 
5 (880) 3- (2- ( (3-p<5=-;i/- 1- (3, 5 

;u) itj)w^^-()]/) -4- (2, 4, 5- h u^^;V'^>i^;i/:t=3p^» 

(881) 3- (2- ( (3-^5=-;!/- 1 - (3, 5 -s^'p? 5^;i/:7 

;U) ^^W^^-f;!/) -4- (3- i4-;>f^ h^iy7 3^y^iy) ^>t^M^ 

(882) 3- (2- ( (3-^^;i/-l- (3, 5 :n 
:^;wt^-i';v) -4- (4-p< h:3E^i>'^>i^;v:^-=^i^) rn 

(883) 3- (2- ( (3-ji^;i/-l- (3, 5-$^p<5^;v:7ai-;i/) 

15 *;wt^-f;i/) -4- (2, 3, 4-hV^h^i^^>t^?]^:t^i^} 7 

(884) 4- (2- ( (IR) -1- ii-y^u>-l~4?\^) 3i5^;i/pb;wt 
^'T;!') -4- (4-i^T>'7:n^:3pi/) 7 

(885) 4- (2 - ( (IR) -1- 

20 ^-r;!/) -4- (4-:p-fe5=-;vT^y 7 7^1-;^) y^ym^ 

(886 ) 4- (2 - ( (IR) -1- i-ry^U>- 

-4- (4-.><^;v;^;i/3l%n;i/T^y 7aiydf^S^) 7 

(887) 3- (2- ( (3-^^;i/-l- (3, ^ -i^ ;^^}\^y 3l-)V) 
25 :3b;Wt^'f -4- (3 h^r^-- 5 -i^T^ ^o^y =2|r$^^5^;i/) 
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(888) 3- (2- ( (3-^5^;i/-l- (3, 5 -i^ji'f-)]yZ7 x.-)]/) 1^5^ 
;b) ;b;W^^>f;i/) -4- (4 -7;^;^^D-3 l-=^^^>S^;i/;t=¥i^) 

(889) 3- (2- ( (3-^^;V-i- (3, 5 -S^pf 3/5^ 

5 :!b;w^^>f;i/) -4- (4 hdps/:?-^^ 1 --r;M5=-;^:t=^ 

(890) 3- (2- ( (S-^^;^-!- (3, 5 -i^p(^;v:7 
:^7;w^^-<;i/) -4- (2-^hdps/-3, {t-y^)\/) ^> 

10 (891) 3- (2- ( (3-;><^;i/- 1- (3, 5 -e^;>« 5^;V:7 3i-;i/) 

)\/) ±;wt^-r;w) -4- (4-7aiy^i/^>2^;b;a-=^iy) 7i-;i/) y 

(892) 4- (2- ( (IR) -1- {±y^\y:y-l — r;i/) ai5^;i/:3b;W^ 

^-f;i/) -4- (4-:p-b^;i/7i>':^e/) 

15 (893) 3- (2- ( (3-^5^;i/-l- (3, 5 -S^p<5^;i/:7 -;i/) 7^5^ 
;i/) :^3;wt^-i';i/) -4- ( 2 -7 y;i/p{5^;i/::^=3!r^) :7ai^;i/) rp^-?> 

(894) 3- (2- ( (3-p(^;P-l- (3, 5 

;i/) *;w'^^-f;i/) -4- (4-i7 0D-3-7;i/:^-D^>i?;i/;^:3|r5^) y 

20 in—;!/) :7*0/''?>^^ 

(895) 3- (2- ( (3-p«^;i/-l- (3, b-V^^)\yy3^=L)\,) 

}V) >!j;W^^W;i/) -4- ( (3, 5-^^;>«5^;i/-4-^>i^;i/:^dF2^) ^ 

>'^;i/;^:^e/) 7 3i— ;v) rD>'i>M^ 

(896) 4- (2 - ( (IR) -1- {±y^\/y-l — r;i/) j:^;1'*;w\* 

25 ^-f;i/) -4- (2, 3, 4, 5, 6 — K^y ^ y )\/:^uy 3l J y zc— 

)]/) -y^l^Wi-. 
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(897) 3- (2- ( (3-^5^;b-l- (3, 5 -S^pi 5=-;i/:7 a. 

;W -4- (-^w [e] 1, 4-i^:i-^v>-6-^;i.) 

(898) 3- (2- ( (3-^5-;i.-l- (3, 5 a. rr^^ 
5 JV) ijJW^^^JV) -4- (2, 4, 6-hVy?V:^tl-<.>i^Jl:t^t,) y 

(899) 3- (2- ( (3-^5-;i.-i- (3, 5 -^>V5-;i.:7^-;i.) 
*;wt^^;i.) -4- (2-^DD-4, 5-^:^yjV:tu^>-^jV7t^ 

10 (900) 3- (2- ( (3-^^;i.-l- (3, 5-^^^5^;i.7.c-;i.) ^9=- 
;P) :i7;pn^^;p) -4- (3-7;i/:;i-D-4- h U7;b:tDp<5^;i/^>5:^ 

(901) 3- (2- ( i3-;i^)V-l- (3, 5 ^-ji,) 
:^;WN-^^;i/) -4- (2-^^00-5- hU7;i/:3j-Dp«5^;i/^>S?;i. 

(902) 3- (2- ( (3-p?5^;i,-l- (3, 5 a. 
;U) -4- (2, 5 -i^oi hd,rS^-<>-:^;i.:r^5^) 

(903) 3- (2- ( (3-^5^;i.-l- (3, 5-S^p<^;i.7:i.^;i.) 

20 -4- ( 3 -S^^'y - 4 -7;i.:rD-^>i^;i.;r^.» 7 

(904) 3- (2- ( (3-p<5-A-l- (3, 5 ^ 
:i7;w^^^;i/) -4- ( 3 -31 h:^sx.^^>s;;^:;r^^S^) 

25 (905) 3- (2- ( (3-^5=-;i.-l- (3, ^ -^J ^^)\,y 

*;w\'^^;i/) -4 - (4-^>$;;i/2|-:^5^^>^;i,;^-:e^^) 7^-;^) 
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(906) 3- (2- ( (3, S-Vji^jvy^^-;]/) 
:&;wT^-r;i/) -4- (2, 3, 4, 5, 6-^>^7;i/:^d^>s;;i/ 

(907) 3- (2- ( (3-^^;i/-l- (3, 5-$^p<5^;i/7airi;i/) 
;V) *;W'?^-r;V) -4- (2, 5-hrx ( h U7;i/:rD^^;v) 

(908) 3- (2- ( - (3, 5-i^^5^;i/7 3ir:;u) 175^ 
*;w^^-r;i/) -4- (2-^^;i/-5-7;^;rD^>^;i/:r=^^') 7 

(909) 3- (2- ( (3-p<5^;i/-i- (3, 5 -i;p<5^;i/7 :n 
:t»;w^^-r;i/) -4- ( (4 i 

(910) 3- (2- ( 1- (3, 5-i?^g^;i/7 3ir:;v) 

;u) :^;w^^-r;i/) -4- (4'- h U7;1/3|-d^5=-;v- l, I'-hr^^i- 

(911) 3- (2- ( (3-^5^;i/-l- (3, 5-i;^5=-;i/:7 3i-;i/) 

- 4- (2-:7i— h^^f^i^) :7i:n;i/) 7*d>/'«>^^ 

(912) 3- (2- ( (3-^5^;i/-i- (3, 5-$^pi5^;i/7 3:-;i/) y^ 
*;wt^-r;i/) -4- (3-7 3l-;i/7*D7J^^$x) 7 :rD/'?> 

(913) 3- (2- ( (3-p<5^;i/- 1- (3, 5 -^^^^^l'^ y^ 
*;W't-=e-f -4- (2- (5-p<5=^;v-2-7 3i— ;i/:t=2|r1?-V— ;v 

-A-^)V) -7:1^—)]/) yu^-M^^^ 

(914) 3- (2- ( (3-p<5=-;i'- 1- (3, 5-S^p«5^;i/7ain;i/) 
i^j^W-n'^'T;!/) -4- (2-p<^;i/-3-^'nD^>S^;i/;^-Jp$^) 7ai 
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(915) 3- (2- ( (3-^5=-;U-l- (3, 5 3^=.J]y) 

:*j;w"?^-r;i/) -4- (2- h U7;i/:4-Dp<5=-;i/:r^s^^>^;i/::^^^) 

(916) 3- (2- ( (3-^5^;i/-l- (3, 5 -t^^^jvy ^^-ju) 
jv) ijjw^^-fjv) -4- (2, ( h U7;i/:^-dp<5^;i/) 

(917) 3- (2- ( (3-p«5=-;i/- 1- (3, 5 -s^^5=-;i/:7ai 

)V) *;WN'^-r;i/) -4- (2-ai h^s^^>s;?;i/:t^$/) :7ai^;i/) yu 

(918) 3- (2- ( (3-p<5^;v- 1- (3, 5-5^pt5^;v:7ai-;i/) 

(919) 3- (2- ( i3-yi^;V- 1- (3, 5-s;^5^;i/:7i-;i/) 
:i7;W'?^-r;V) -4- (2-7;i/:4-D-5-^5^;i/7ai>':\^>>^^;i/) 

(920 ) 3- (2- ( (3-^5^;b-l- (3, 5-$^^5^;i.7 3i-;i/) 7-5^ 
;i/) A;W\*^-<;|/) -4- (2, 3, 4, 5, 6-^>^^J],:^U'7:i^^^ 

(921) 3- (2- ( (3-^^;i/-l- (3, 5-S^^^;i/7 3i-;b) 7^ 
:^3;W>'^'1';1/) -4- (2, 6 -2^7;i/::rD7ai>':3p2<^pi 7ai- 

;i/) 7*Dyi>^^ 

(922) 3- (2- ( (3-p<5^;i/-l- ( 3 , 5 -S^^^;!/^ 3i-;i.) 7^5^ 

*;w^^^;v) -4- (4-^5^;^;^;^;^:-;^^>$;;^:;rdp$^) 731- 

(923) 3- (2- ( (3-^5^;i/-l- (3, 5-i;^^;i/7 3i-;i/) 



973 



wo 03/016254 



PCT/JP02/08120 



(924) 3- (2- ( (3-P<5^;V-l- (3, 5 ^^))yy Z/^ 

)V) *;wt^-f;i/) -4- (2, 3, 5, 6-7^ h^7;i/;rD^>i^;i/;t^ 

(925) 3- (2- ( (3-p«^;p-i- (3, 5 -s^p?5=-;i/7 

;p) :«7;u>''^^-f ;b) - 4- (2-^nD-3, Q-i^y)]/';^u^>V)]/^^ 

(926 ) 3- (2- ( (3-;><^;i/- 1 - (3, 5 ^^))/y 

10 ;v) %)\/n'^^)\/^ -4- (4-'N:3p^;i/^>$^;v:r^^) 7 rrp 

(911) 3- (2- ( (3-^5^;i/-l- (3, 5-i^^5^;V7:c-;i/) >^5=- 

3b;wt^'f;v) -4- (3, 4-i^3: y'ai-;!/) 

15 (928) 3- (2- ( (3-^5^;i/-l- (3, 5 

:^J;w^"^-r;^) -4- (3-h u:7;i/:4-np?5^;i/^:4-^>^;i/;4-=¥i^) 

(929) 3- (2- ( (3-p«^;i/-l- (3, 5 

;v) *;wt^-r;i/) -4- (6-^pn-2-7;v:rD-3-p<^;i/^>i; 
20 y3L=.)\/) yu^'My'^^ 

(930) 3- (2- ( (3-^5=-;i/- 1 - (3, 5-2;p«5^;i/7a:ri;i/) 
*;wt^-r;i') -4- (4- h »;7;v:^np«^;v9=-:t^>i?;V5rdp^) 

(931) 3- (2- ( (3-p<5=-;i/- 1 - (3, 5 3i-;i/) 

25 )]/) i3 )]/) -4- (2-^'nn-6-:7;v::rD-3-><^;u^>i^ 
;i/;^=^i^) :7'D>''?>®. 
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(932) 3- (2- ( (3-^^;i/-l- (3, 5 

)V) *;W^^'f;i/) -4- (2- (4-'^tiU-7:c:^JV^7t) ^>i^?V:i-^ 

(933) 4- (2 - ( ( IR) - 1- (:^7^l/>- 1 j^5^;i/;t;;WN- 

5 -4- (4-;?7;w^^'f;i/7 3iy^r5^) :7 3i-;i/) :r;$'>^s 

(934) 4- (2 - ( (IR) -1- f;v) 
^-f;!/) -4- (4-N-^5^;i/:b;w^^-Y;i/7aiy:^p:^) 

(935) 4- (2- ( (IR) -1- (:^7^J^l/>-l — (J)/) x.5^;i/*;W^ 

10 ^-r;i/) -4- (4-N, N-s^;>«5=-;v*;v/^^'f;i/7 3t^=^$/) 7 

(936) 3- (2- ( (3-^5^;i/-l- (3, 5 -i;^5^;i/7ji-;i/) 

:&;w^^-r;i/) -4- (4-^>5=-;i/^>i^;i/:r=3pi^) 7"n 

15 (937) 3- (2- ( (3-;>«5^;i/- 1- (3, 5 -Pj<^JVZ7 :il =.))/) 

}V) -4- (3- (4-^^;i/:7aiy^i^) ^>s^;i/:r=^$/) 

(938) 3- (2- ( (3-p<5^;i/- 1- (3, 5 

3!j;w^^-f -4- (3-^nD-2-:7;i/;^-n-6-hU7;v:rn 

(939) 3- (2- ( (3-^^;i/-l- (3, 5 

;V) :^j;Wt^'f -4- (4-5^7;V:4-D^ h^S^^>2^;i/:^-:3p$^) 7 

(940) 3- (2- ( (3-^5^;i/-l- (3, 5 -^^5=-;V7 3i-;i/) 7"^ 
25 ;V) *;W^^'f;i/) -4- (7;V:^lx>'-2 — < yV:^^)^:^^^^^ 7 31— 

7*0 
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(941) 3- (2- ( (3-p{5^;i/- 1- (3, 5 -i^^^JVy j^-)V) 

3b;wt^>r;p) -4- (4-^7DD-3-h>;:7;v;rnp<g=-;i/^>$^;i/ 

(942) 3- (2- ( (S-^^;!/-!- (3, 5 

5 ;v) >b;wt^-i';i/) -4- (3-7;i':^-D-2-;»«9^;i/^>^;i/:t=¥t^) :7 

(943) 3- (2- ( (3-p<^;i/-l- (3, 5 -S^;^^^-;^^ 
)'\/yij)\/?^=^^)V) -4- (2, 3, 5- h U7;i';4-D^>$^;V;r^$/) 7 

10 (944) 3- (2- ( (3-^5=-;i/- 1- (3, 5 -^.><^;i/7ai-;v) 

>b;w^^-f;i/) -4- (4- (ifUi^>-2— 1";^) ^>i?;i/:^:^p$^) 

(945) 3- (2- ( (3-^5=-;!/- 1- (3, 5 

:«7;w^^>r;i/) -4- (3- (4-t ^>$;;i/2j- 

(946 ) 3- (2- ( (3-p«5^;i/- 1 - (3, 5 -i^p? 

;v) :^7;w"?^>r;v) -4- (4-3i^;i/^;^-^>t^;i/;t=3s^i/) 7 :r 

(947) 3- (2- ( (3-^5=-;i/- 1- (3, 5 zr=j- 

20 ;v) 5!j;WN*^'f -4- (4- (4-7;i/:rD^>s^;i/:r^s^) 
(948 ) 3- (2- ( (3-^5=-;!/- 1- (3, 5 

;V) 3b;W'?^-l';i/) -4- (2, 3 -S^7;V:^D7ai>'=ap$^p(5^;V) 17 31— 

25 (949) 3- (2- ( (3-^5^;i/-l- (3, 5 -i^;>t5=-;V37 3i-;i/) 

:;b;W'?^>f;V) -4- (3, 5 -i>7;V;rD7 3iy ^^p?5^;i/) 7 air: 
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(950) 3- (2- ( (3-pt5^;V-l- {±7 ^ \y>- 1 —( )V) y^)}^) 

5 (951) 3- (2- ( (3-^5^;i/-i- (:^7^ 1 —f ;i/) 

i3)W^^-()V) -4- (2, 5-:J?7;i/:4-D7aiy:^$^pt5^;W) 7 ;v) 

(952) 4- (2 - ( (iR) -1- (±y^u>-i — r;W 
^^;i/) -4- (2-e/T^7iydp^') ;i/) 
10 (953) 3- (2- ( (3-^5^;v-i- (t^-^tS? 1 —f;!/) 

(954) 3- (2- ( (3-^5=-;i/- 1 - (3, 5 ai^;i/) 

;i/) 5b;w^^-r;v) -4- (3, 4-$^7;i/:4-D7 3iy^ri^>?5^;i/) 
15 ;v) rD>'1>m^ 

(955) 3- (2- ( (3-;<5^;V-l- (3, 5 ai:z;i/) 

;i/) *;w^^-f;i/) -4- (3 -pi9^;v-4-7;v:tP7 3iy dpi/p«5^;i/) 

;V) 7'n7'«>®^ 

(956) 3- (2- ( C3-^^;i/-l- (3, 5 -S7^5=-;i/7 3ir:;i/) i:^^ 

20 ;v) >b;w?^-<;v) -4- (2 -7;1/2|-d- 6 h=3[^s^7iy ^aps/p^f^-;!/) 

(957) 3- (2- ( (3-^^;i/-l- (3, 5 i-;i/) 

;i/) 5b;wt^>r;v) -4- (3- (3- b U7;v:^D^^;i/7 3:y=3F$/) ^ 

25 (958) 3- (2- ( (3-^5^;i/-l- (3, 5 -t>^^)Vy 31-;]/) 

;v) :i7;wt^-f ;i/) -4- (3-t5'on-2-7;v:*-n-5-h>J7;i/:rn 
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(959) 3- (2- ( (3-^5=-;b-i- (3, 5-s^^5=-;v7x-;i/) 

ij^W^'E-fjV) -4- (2, 3 -i/*p<5^;V^>i^;V^=3E^i^) 
5 (960) 3- (2- ( (3-p<5=-;b- 1- (3, 5 -5^^5=-;i/7 

;v) :i!7;WN-^-f;v) -4- (2, 3-i^7;i/:rn-4-p?5^;i/^>i^;i/:4-=¥ 

(961) 3- (2- ( (3-p<^;i/-l- (3, 5-$>p<5^;v7ai^;v) 

;w) 5b;w"?^-f;i/) -4- (3-^DD-2-7;i';rp^>s^;v;^^$^) 7 
10 rD/'?^^. 

(962) 3- (2 - ( (3-^^;i/-l- (3, 5-S^P«^;P7 3in;i/) rT^^ 
>t7;w^*^'f -4 - (3-^^00-2, 6 -^7;i/;^D^>i^;i/;t^ 

(963) 3- (2- ( (3-^5=-;i/- 1- (3, 5 ^r:;!/) 

15 *;w?^-r ;v) - 4 - ( 3 , 4 , 5 - h u 7;p;^-p^>i?;v:^#^') 7 

(964) 3- (2- ( (3-^5^;i/-l- (3, 5 -S^j^^JV7 j^-JV) 

*;w^^-y;i/) -4- (4-7;i/:^-D-3-^5^;i/'^>i^;i/:^=¥-» 7 

20 (965) 3- (2- ( i3-^^?i-i- (3, 5-5^^5=-;V7:.i-;v) i:^^^ 
a;!/;^^-!";!/) - 4- (3- (4-^PP7 3iy^i^) ^>>:^;i/:^^$/) 

(966) 3- (2- ( (3-^5=-;i/-l- (3, 5 

;v) ;b;wt^-r;i/) -4- (2, 3, 6 - h u 7;v::rP7:ny dp$/p<5=-;i/) 

25 rP>''«>^N 

(967) 3- (2- ( (3-;<5^;i/- 1- (3, 5 -i^pt5=-;V7 
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;v) :i7;wt^>r;i/) -4- (2, 3, 5, 6 -5^ h^:7;i/:^D7 3iy 

(968) 3- (2- ( (3-^^;p-l- (3, 5 -^^5^;i/:7 3i-;i/) 
;!/) ;b;w?^>f;i/) -4- (3 -7;i/:^P-4-i^Ty'7:cy:^i/^5^;i/) 

(969) 3- (2- ( (3-^5=-;i/- 1- (3, 5 

;v) :3tj;w?^>f;v) -4- (4- (4-rDif;V7ai~;i/) 

(970) 3- (2- ( (3-^^;i/-l- (3, 5-i^^5^;V7 3i-;i/) 

10 ;v) *;wt^'<;W -4- (2-7 3iy'^$^^>'s;;i/:t^s^) yx.=.;v) y 

(971) 3- (2- ( (3->^5^;i/-l- (3, 5 -i^^5^;i/7 3iri;V) 

*;w?^'r;i/) -4- (5-^J7dd-2-^ h=^^$/^>i?;i/:r=^P5^) 7 

15 (972) 3- (2- ( (3-;>«5=-;b- 1- (3, 5 -S^;j<5f-;i/7 3i-;i/) 

;p) :3!3;w?^-f;i/) -4- (^Z-v^^)\^tx^^^^vm^I/) •7:^—)\^) 

(973) 3- (2- ( (3-^^;i/-i- (3, 5 - J^^^;V7 3i^;i/) y^ 
;v) *;w^^>f;v) -4- (2-tJ7Dn-5-^^;i/^;^^>i^;i/:4-dp$</) 

20 7at— 7'D.'1>^^ 

(974) 3- (2- ( (S-^^^;!/-!- (3, 5 -i>^5^;b7 3i::i;i/) y=f- 

>b;w^^-f;i/) -4- (3-*;wt^-r;i/7 3iy:3!r2^p<^;i/) 73in;v) 

(975) 3- (2- ( (3-;>«5^;i/- 1- (3, 5 1-;!/) rT^^ 

25 ;v) *;w^•^-l';^) -4- ( 3 -^5^;i/*;w^^'(';i/7 3iy =3pe^^5^;i,) y 
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(976) 3- (2- ( (3-^^;i/-l- (3, 5 ':r^ 
yb;w"?^-r;i/) -4- (3-i^j?«^;i/3i7;w>'^^'r;v7 3iydF-s/p<5^;i/) 

(977) 3- (2- ( (3-;»<^;i/- 1- (3, 5 

5 ;v) *;w^^'t';i/) -4- (3-t i«n=ap->^9^;i/7ai>^=3j^s^->t5=-;i/) 

(978) 4- (2 - ( (iR) -1- 1 —r;!/) ji^;i/:^;w^ 
^-r;v) -4- (2-— hD7iy=3^s^) 

(979) 4-(2-((iR)-i- r;i/) 3i5^;v*;w^ 
10 =^^)V) -4- (2-T^>'7iy^S/) 7ic-;v) ':r^:ym. 

(980) 4- (2 - ( (IR) -1- (:^:7^l/>- 1 :su^)Vi2)\;n 

^>r;i/) -4- (2-T-fe5^;i/T^>'>'iy^i^) :7ai-;i/) :r;$'>m. 

(981) 4- (2 - ( (IR) -1- i-rv^Vl/-\->()V) 3L^)\/i3)\;n 
15 >m> 

(982) 4- (2 - ( (IR) -1- (::J-7t$'V>- ai5^;V:«j;W'? 
^-r;i/) -4- (4-;'< h=^^i^7ai^dpj/) 731— ;|/) 

(983) 4- (2 - ( (IR) -1- (:^7^'^>- 1— f;v) ai5^;i/:«7;W^ 

-4- (4-7;V;rP7 3iydr$/) 7 31— r^5?>^x 
20 (984) 4- (2- ( (IR) -1- (:^7^ V>- 1 — f ;V) Ji5=-;i/:*/;W^ 

^-f;v) -4- (3-7;i/:^P7 3ix'^S/) 

(985) 4- (2 - ( (IR) -1- (^^^j'w-i — r;v) 3i5=-;v:«7;wt 

(986) 3- (2- ( (3-^^;i/-l- (3, 5--^p^5^;i/:7 3ir^;i/) 

25 *;wt^^;i/) -4- (4-t57DD-2, 6 -s^7;1/;!|-d^>s^;i/3}-^ 
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(987) 3- (2- ( (3-^5=-;i/-l- (3, 5-5^^5^;i/7a:-;i/) ZT^ 

:&;wt^-r;i/) -4- (2-3^^;i/^>$^;i/2}-:3|r$/') 7 7*0^^ 

(988) 3- (2- ( (3-^5^;i/-l- (3, 5 -f^ 
5 —4- (4-^Dn-2-^ hdpt/^>$^;i/;^d^^) 7 

(989) 3- (2- ( (3-p?^;i/-l- (3, 5 5=-;i/7i-;i/) 

;i/) -4- (4-p«^;i/-3 -p« h^i/^>>:^;i/;4-=^$^) 7 

10 (990) 3- (2- ( (3-^5^;v-i- (3, h -V r^f- 
)V) :A;;w^^-r;i/) -4- (2 -p«5^;i/-4 h:3|r$^^>$^;i/;a-:¥-2/') 7 

(991) 3- (2- ( (3-p<5=-;i/- 1 - (3, 5-s^^5^;i/7ai^;i/) 
;v) :i7;w\-^>r;i/) -4- (3 h^i^ptg^^v^aiyd^S/^^^;!/) 

15 yun^^wu 

(992) 4- (2- ( (IR) -1- 

^-r;i') -4- (2-y';i/;^D7aiydrS^) ri^^J^^-^^ 

(993) 3- (2- ( ( (IR) -3_^5^;v_i_ (3^ 5 ..^^^^^^-^ 3, 

*;w^^'f;i/) -4- (2, 5-i^7;i/:tD7 3i>'i^$/;<^ 
20 ;i/) 7 7'n>?'?>^^ 

(994) 3- (2 - ( ( (IS) -3-^5^;i/-l- (3, 5 

ii)\,n=^y{)\,) -4- (2, 5 --<^7;i/;^D7:cy':^s^^^ 

(995) 4-(2-((lR)-l- (r>-7t5^V>-l-^;i.) 3^^)\,ij)),n 
25 -4— i/i57D^:^S/;b2j-i|rS/:7ji^;i/) l^^^^V^^ 

(996) 4- (2- ( (IR) -1- (^h^iJ'VV-l— 
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(997) 4- (2 - ( (IR) -1- (t^-^i^'VV- 1— r;v) ai5^;i/*;w^ 
^-f;i/) -4- (2 :7 3i-;v) y-^^^m^ 

(998) 3- (2- ( ( (IR) -3-^^)]y-l- (3, 5 

5 5f7;w'?^'r;u) -4- (3-p< h^t^y y^-)V) 

y^ 

(999) 2- (2- ( ( (IR) -3-p<5^;V-l- (3, 5 

*;w^^-f;i/) -4- (2-7ac— ;i/j:5=-;W ^aiy'^e^) 

10 (1000) 3- (2 - ( ( (IR) -3-p<^;V-l- (3, 5-S^^5=-;i'7 3i 

r:;i/) ^5^;v) *;w^^-f;i/) -4- ^2-yMuyzr.j^^y:^^M y 

(1001) 3- (2 - ( ( (IR) -3-^^;i/-l- (3, 5-$^p?g^;i/7ai 

-;i/) :/5^;i/) *;w?^-f;i/) -4- (4-7;v:^n7 7 

(1002) 3- (2- ( ( (IR) -3-^5^;i/-l- (3, %-v^=^-)\^y:^ 
>^^;i/) *;W'?^-f;i/) -4- (2-^ hdE^i^:7 3i^^j/p«5^;i/) 7 

(1003 ) 3- (2- ( ( (IR) -3-pf5^;V-l- (3, 5-S^^5^;i/7:.i 

20 — ;v) :7^;v) *;w^^-f;v) -4 - (2-^5=-;i'7 3i>'^^p<^;i/) y^ 
-;i/) 7*0 

(1004) 3- (2-2^7 31— ;i/p<5^;i/:*;w^^-f;i/- 4- (2, 5-^^7;i/:r 

D7 3iy='r^':>«5=-;i/) 731— ;V) 7'D/^>^x 

(1005) 3- (2 - ( (1- (3. h-V:^^)\^y ^=-)\^') S^^D^^S^;!/) 

25 *;wt^-f;v) -4- (2, 5-s^7;i/:4-D7aiy'#2/'^5=-;i/) 73i-;p) 
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(1006) 3- (2 - ( ( 1 - (3 , 5-e^^5^;i.7ai-;i.) s^i>n-^>5=-;i/) 
:i7;W^^-r -4- (2, 5 -i^7;i/2f-D7iy 7 

(1007) 3- (2- ( ( (IR) -3-^5=^;i.-l- (3, 5 -i^^ 5=-;V7 :r 

(1008) 3 - (2 - ( ( (IR) -3-^5^;i/-l- (3, 5-2^^^;i.7i 

-4- (2 hdpt-^xy ^^S^p<5=-;P) y 

10 (1009) 3- (2- ( (N- (2-p<5^;i/>^Dlf;i/) -N- (3, 5-t?^5^ 
T^^y) :^7;Wt^-l';i/) -4- (2, 5 -i^7;i/3}-D7a:y'# 

ysu-;v) yuM>m^ 

(1010) 3- (2- (l-ai5^;i,-l- (3, 5 -i^^^jl^y j^-jv) rntf 

:«7;wt^>r;i/) -4- (2, 5 -$^7;i/:^D7 3iy:3^^2/'^5=-;i/) 
15 :rD>'t>^^ 

(1011) 3- (2- (4- (3, liKnif^>- 
4-^;i/) :^JW^^^;u) -4- (2, 5 -i;7;b:^D7aiy i^^i/^5^;V) 

(1012) 3- (2- ( ( (IR) -3_^5^;i,_i_ (3^ s^j^^^;^^^, 

(1013) 3- (2- ( ( (IR) (3, 5 

-^l') >^5^;i/) iJjW^^^j],) -4- (2, 4-2^7;P;tD7a:^:^^>^^ 
;i/) 7ain;i/) T'n/'^V^^ 
25 (1014) 3- (2- ( ( (IR) -3_p«^;p_i_ (3^ 5^.^^^^^^^ 

-;i/) :r5^;i/) *;WN-^-f;i/) -4- (2, 5-i?p<5^;i/7ai^d^i/p<5^;i.) 
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(1015) 3 - (2 - ( ( (IR) -3-^^;i/-l- (3, 5-t^^^)Vyx. 
y'9-?]y) :^;w?^'f;i/) -4- iZ-'^vmy a^^:3(.t,;i^j],) y 

5 (1016) 3- (2- (l-^5=-;i/-l- (3, 5-J?^5^;i/7ai-;i/) 

-4- (2, 5-i^7;p;:^-D:7 3iy ;b) 

(1017) 3- (2- ( ( (IR) -3-p(5^;i/-l- (3, 5-^^^;i'7x 

— *;w?^>f;i/) -4:-^ 3^j^^y:^9-)vy 3:.=.)]/) yu?^:y 
10 ^> 

(1018) 3- (2 - ( ( (IR) -3-^5^;V-l- (3, 5 -5^^5^;i/73r 

— ;i/) )]/) -4-(^>y5=-5'y— ;i/-2 — f;i/) 

(1019) 3 - (2 - ( (4- (3, 5-^;»l5^;i/7 3i-;b) t. Knif^^ 

15 -4-'r;W :fe;w'?^>r;p) -4- (2-^uti-6-yjv:^u^>tP;v:t 

(1020) 3- (2- ( ( (IR) -3-^^)V-l - (3, 5-^p<f^;U73i 
20 (1021) 3- (2- ( ( (IR) -3-p{g=-;v- 1- (3, 

y^jv) A;w?^-r;i/) -4- (3 —!7uuy ai^ yx. 

(1022) 3- (2- (4- (3, 5-i^^9^;P7 3i-;i/) 7'?— t I«ng=-:3Mf ^ 
>-4— -4- (2, 5-s^-7;i:ttty sLy^^t^jt.^ 

(1023) 3- (2- (l-^>^;i/-4- (3, 5-S^P<5=-;i/7ai-;i/) tf^ 
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';5^>-4-> f;i/) *;i//N'^^;i/) -4- (2, 5 -i^y;]/:^ay 

(1024) 3- (2- (1, l-t^:t>-4- (3, 5 - 

— t Kn5=-::^tf^>-4— r;W -4- (2, 5-t>z7;v:t 

(1025) 3- (2- ( (4- (3, 5-i;p«5^;i/7ai^;V) >^<-bKDl^^> 
-4-'r;l/) ±JW^^^J)y) -4- (3->>7^7 3i^^^2/pi5^;i.) 701- 

(1026) 3- (2- ( (2, 6-$^^5^;i/-4- (3, 5 -:^p<5^;i.:7i-;i.) 
10 -4—^y^)V) :ijjw^^^jv) -4- (2, 5-i?7JV:tuy3Ly^s^^ 

(1027) 3- (2- ( (4- (3, 5-tf^^J],-7 3,-JV) ^^~~}^h'U\f^> 

-4—()V) -4- (2, 3, 6 - h u 7;^s^^-^>i;;^:^ 

15 (1028) 3- (2- ( ( (IR) -3-^^;u-i- (3, 5-j?^^;i.7ai 
r5^;p) *;w^^>f;v) -4- (2-^dd-6-7;i/:^d-o>:^;i/ 

(1029) 3- (2- ( (4- (3, 5-$^p<^;i/7ai:^;i/) h-Dl^^> 
-4-^A) -4- (2-t5'DD-5-7;i/:rD7ai>'d^S/ 

(1030) 3- (2- ( (4- (3, 5-$^p?5^;i.:7:c-;p) /i-t KDl^^> 
-4-'f;i/) :^j;w"?^^';v) -4- (2 -^dd- 5 -pif^-^i/^aiy'rs^S/^ 

(1031) 3- (2- ( (4- (3, 5-i^7?5^;i/7 3ir^;i/) yl-fcKDtf^> 
25 -4-^;i/) :i7;WN-^>i';i/) -4- (2, b-i^^uuy 
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(1032) 3- (2- ( (4- (3, 5-S^p?^;i/7 3i— 7l— tiKDlf^> 

(1033) 3 - (2 - ( (4- (3, 5-i^^5^;i/7 3i-;i/) 7-^-1:iKdi^^> 
-4--f;i/) pb;WN*^'f ;i/) -4- (3 -tj^ao^^iy 

(1034) 3- (2- ( (4- (3, 5-t>y-^)Vyx.—Jl^) h'Dl^^> 

-4 — r;i/) :*;wt^-r;v) -4- (3-:7;i/;rn7ar^^r5^pi5^;p) yx. 

(1035) 3- (2- ( (4 - (3, 5-t>;i^JVy:x^—;]^) .'I— t^Dt^^^ 
10 -4-^;]/) A;W^^^;i/) -4- (2, 5-i?>?«^;U7aiy 

(1036) 3- (2- ( ( l-p<5^;L';^;i/7jt:::i;i/-4- (3, 5-$^^5^;i/7:n 

if'^y i?>-4— r;i/) :3b;w^^-r;i/) -4- (2, 5-s?7;v:rD 

15 (1037) 3- (2- ( (4- (3, 5 /n*— t h'Dtf^V 
-4--f;i/) tiJW^^-iJV) -4- (2 -7;i/:rD7jiy :?r2^^5^;V) :7 3i 

(1038) 3- (2- ( (4- (3, 5-$^^^;i/7i— v't— t h-Dlf^> 

20 yu^^ym-. 

(1039) 3- (2- ( (4- (3-^5^;i/7:ii-;i/) /I— t Kal^^>-4- 
:*;w^^>r;i/) -4- (2, 5 -S^7;i/:^D7cny 7 a: 

(1040) 3- (2- ( (4- (:^7^ V>- 1— r;!') t Fnt'^>-4 
25 — r;i/) :!b;WN*^-i';i/) -4- (2, 5 -i^7;i/:^-D7aiy:^p$^^5=-;i/) 7 

31 rn^-^^^^ 
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(1041) 3- (2- ( (l-^^;i/-4- (3, 5-:i^^^;i/7 3i-;i/) tf^ 

Vt?>-4-^;i) -4- (2, 5-t^yjv:tu-7:j^>^^t^ 

(1042) 3- (2- ( (l-3i5^;i/-4- (3, 5-i^^^J]yy :^-JV) tf^ 
5 Vi^>-4-^;]y) *;w\'^^;i/) -4- (2, 5 -*;r7;i/;rD7ar^dps/ 

(1043) 3- (2- ( ( (IR) -3-p?5^;i/-l- (3, 5 a:. 

:i7;w^^'i';i/) -4- (2, 3, 6- h U7;i/;tD^>s^;i/ 

10 (1044) 2- (2- ( (3-^5^;i/-l- (3, 5 -S^^5^;V7 ai-;V) 

*;wt^>r;i/) -4- (2-i5'DD-6-7;p;rD^>$^;i/;r=^S/') 7 

15 11. -fb-^AS 

(1) (2E) -3- (2- (2- (2, 5, 7, 8 -v^ h^^5=-;i/- 6 - 1 

Kpapix^j^D x'v-2 — r;i/) 3ih^re/) -4-t Kn:^s/^^;i/7ai^;v) 

-2-7"D^>^^ 

(2) (2E) -3- (2- (2- (±-7^]y>-2-^J]/) 3ih#e^) -4 

20 -^>S^;i/:r=^2^7 3i^;i/) -2-yu^>m^ 

(3) 3- (2- (2- (±y'$^ ly>- 2 -4-7aiy;^ 

(4) 3- (2- (2- (:^7^l/>-2-'r;i/) -4-t.KD^Jp 
25 (5) 3- (2- (2- (r?-7i5'U>-2-^;i/) aihdp$^) -4- (l-t 
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(6) 3 - (2- ( ( (IR) -1- {±y^u>-i—(;v) 

(7) 3- (2- ( (3-^^;i/- l-7 3i^;b:7'5^;i/) itjjw'i^-f -4 
5 (8) 3- (2- ( (3-p?5^;i/- lib;^^^-^;!/) -4 

(9) 3- (2- ( (3-;<^)V-l--pj^—?]/y^J]/) *;WN*^>r;i/) -4 

(10) 2- (2- ( (4-^5^;v-2- (i'Z7^u>-i-^;]^) 

10 T ^ ) - 4 - 1 h* P ^^rt'^ 5=-;V'^ 

(11) 2- (2- ( (4-^5^;i/-2- 1 — r;!/) ^v^^y-f 

(12) 4- (2- ( (2- (:^7^^>-l — r;v) 7'D>'i>'-f T^y) 
- 4 - b K D :^->^ riJ' 

15 (13) 4- (2- ( (2- (:^7^5'^>-l— yuJi^-())/) TK^) 

(14) 4- (2- ( (2- (±7^J^V>- 1 — f;i/) yuJ^y^)]/) T^y) 

(15) 4- (2- ( (2- (:^:7^5^l/>- 1 — r;v) yvinj^)V) TK^) 
20 -4-7 3zy #^':7ai-;i/) >^^>^^ 

(16) 3- (2- ( (4-^5=-;^-2-:7ai^;i/^>:$?y^;p) r^y) -4 

(17) 4- (2- ( (4-p?^;V-2- (^^^J'lxV-l— r;i/) ^>ifj^ 
;i/) T^y) -4-7aiy^i>'7i-;i') r^>^, 

25 (18) 4- (2- ( (4-^^;i/-2-:7 3^-;i/^>^y>f;i/) TK^) -4 
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(19) 4- (2- ( (2- (i-^^u>-i—(;v) yuj-^^^)]^) T^y) 

(20) N-(3, 4-:^7;V:rD7ai-;v;^;i/:tt-;V) -3- (2- (2- (:^ 
5 b\ 

(21) N- (3, 4-i?7;i/:^n7 3in;i/;^;i/t:-;i/) - 3-(2-(2-(:^ 
y^u>-2-^ -4-fc l<D:^$/p<5^;i/7 3i— ;i/) rp^'? 

(22) N- (3, 4-i^7;i/Pi-D7j:— - 3-(2-(2-(:^ 

10 y^\y>-2—f )V) a:h:^^) -4- (l-Ml^U^i/- 1 -ji^)]/X.^ 

(23) 3- (2- ( (3-p<^;i/- *;w^^-r;i/) -4 

(24) N- (3, 4-i^7;i/:^D7ac-;i/:^;i/7rc-;i/) -3 - (2- ( (3- 
15 pi 1-7 31— *;w^^-r;i/) - 4 h^$^p<^;i/7x— 

(25) 3- (2- ( (3-^5^;i/-l- (3, 5-$^;><5=-;v7 3i^;i') 

(26) 3- (2- (t^^^V^- 1— f;V^^;i/5J7^W^^>f;V) -4-73iy^ 

(27) 3- (2- (1- (:^7^ v>-2— f;i/) a^5=-;w:^j;wt^'f;i/) -4 

(28) 3- (2- ( (3-^5^;v-l- ij 

;Wt^-f;i/) -4-7jiy dpS^^oi::^;!/) T'D/'?^®^ 
25 (29) 3- (2- (4-^5^;i/-2-7ji::i;b^>5^;i/) *;WN'^-r;i/) -4 

-:7 3i>'dp5/7 3i— 7*n7i>^^ 
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(30) 3- (2- ( (IR) - l-7x.-;i/j:^;i/:*;wt^-r;v) -4-:7 3i 

(31) 4 - (2 - ( (IR) -1- a-y-^uiy-i-^ju) :i^5=-;V*;WN*^ 
5 (32) 3-(2-((lR)-l - (4-^5^;i/7 3i-;i/) ai5^;i/:^;W'?^-f 

;v) -4-73iy=3f^^'7ai— yu?^yms 

(33) 3- (2- (1- (4-7;i/:^D7 3i-;u) Ji5=-;v:«7;w^^-r ;i/) -4 
-7 3iy:^$^7i:^;i/) :7'D/'^>^. 

(34) 3- (2 - ( (IR) - 1— Y>^s^>- i—f;!/) :&;i/n^-i';i/-4- 

10 7 3iydpSx7 3i:^;V) 7•D>'1>^^ 

(35) 3- (2- ( 1 3 -7i^;v:7*Dtf;i/) *;w^^-f ;i/-4 - 

7 3iy:3p^:7ai-;i/) rD>''?>^^ 

(36) 3-(2-((lR)-l - (4-^hD73i-;v) 3i^;i/*;W'?^-f 
;v) -4-7iyd[^^:7 3ir: ;i/) :rD>^i>KN 

15 (37) 3- (2 ;i.;/5=->'l/;b;Wt^-f ;i/-4-7 3;>':¥^'7 3i^;i/) 

(38) 3- (2- ( (3-^g^;i/- 1- (3, 5-^^p{^;i/:7ji-;i/) ::^5^;v) 

(39) 3- (2- ( (IR) -1-1, 2, 3, 4-7^h^t. Kn±:7^l/> 

20 - i--r;i/) *^w^^-r;i/-4-7^y^$^:7 3i— ;v) ^p>''«>m> 

(40) 3- (2- ( (IR) -1- (1, l'-t:73i-;v-4-'f;i/) oif^ 
;i/>b;W'?^-Y;i/) -4-7 3i>'^$^7 3;— ;i/) 

(41) 3- (2- ($/Ty-7 3i— - 4 -^aiy' 

25 (42) 4 - ( 2 - ( ( 3 -^^JV- 1 - ( 3 , 5 -i?^ 3^:=:;b) :r5^;P) 
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(43) 4- (2- ( (3-pi5=-;i/- 1- (3, 5-S^pt^;i/7ai-;i/) 

(44) 4- (2- (3-p<^;i/- *;w^^-f;i/) - 4- 
5 (45) 4 - (2 - (1- i±y^u>-i — f;!/) rni^;i/*;w^^-f;i') - 

(46) 4- (2- (1- (:^7^ v>- 1 -'f :r5^;v*;wt^>f;p) -4 

(47) 4- (2- ( (3-^5^;i/-l- (.±y^U>- 1-^)1^) y^J]y) -fJ 

10 ;w^^'r;v) -4-7ai>'^^7ai— ;v) ir^y^x 

(48) 4 - (2 - ( (3-p<^;i/- 1- (4-7;b:^D-3->«5=';i/7air:;i/) 

(49) 3- (2- ( ( (IR) -3-^5=-;i/- 1- (3, 5 

15 (50) 3- (2- ( (4- (3, 5-2^p«5^;v7ai-;i/) /I— t l*Dt^^>- 
4— f;v) :;!j;w^^-f - 4:-y ^i^y :^=-)\/) t'd/iv^^ 

(51) 3- (2- ((4- (3, 5-i^pi5^;i/7:c-;i/) h-Dlf^>- 
4— ?!3;W^^>f;P) -4-^>5^;i/:^-=3pi/7ir:;i/) 7•D^1>^^ 

(52) 3- (2- ( ( (IR) -3-^^;i/-l- (3, 5-$^^^;V73i- 

20 y^)\/) *;w?^'f;i/) -4-^>i^;v;r=^i/7 3i~;i/) t'd/-^^^^ 

(53) 3- (2- ( (4- (:^7^^>- 1— r;^) .-^-ii h*Dt:^>-4- 
-f;^) 5b;W"^^-r;i/) -4-7 3iy^s^7 3i^;i/) t'd;^^^. 

(54) 4- (2- ( (4- (:^7^^>- >'1-t >- 4 - 
25 (55) 4- (2- ( (4- (3, 5-S^^5^;i/7ai^;i/) t h'D t^^ >- 

4 — f;ix) 5b;w^^-r;i/) -4-7^^ dps/7ai-;i/) 
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(56) 2- (2- ( (3-^^)1-1- (3, 5-i^^^)iy3^-;i) zr^;]y) 

5 

1 2 . ^t^ifi 

(1) 4- (2- ^j]y^^-;vT5^^-4-iyry^z7 

(2) 3- (2- 1— r;i/) roi^:^-;!/) 
10 'f > l«-;i/-3 7'p>''«>^^ 

(3) N- (3, 4:-i^y 3^=.)]y:;x^)]/ii^-)\/) -3- iQ-i^TJ- 
1- (1- (:^7^5'U'>- 1 :c^;v:^3;i/7if-;i,) ^>i«_;i,_3_ 

15 

1 3 . Yb-a^^s 

(1) 4- (3-p<5^;i/- l-7ai-;i/:/5^;i/:i7;i/.'^^>r;i/) -2-^>\/7 

(2) 7- (3-;><5=-;i/- l-7 3ir:;i/:/5=-;!/*;Wt^>f;i/) -2-^>\/:7 
20 ^>:t;;i/4.*>^^ 

(3) 2- (7- (3-p{^;i/- -f>h-- 

(4) 2- (7- (3-^5";i'- l-7air:;i/r^;i/557;W^^-f;V) 'fVh*- 
;w-3 — f;i/) g^^, 

25 (5) 7- (3-p<5^;i/- l-7 3in;i/:r5^;u:ib;wN'^-r;i/) ±7^J^^>:>b;i/ 
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(6) 2- (7- (3 1 -7Jc-;i/y^^;i/;b;i/>'\*^-f;i/) > h' U 

>- 1— f mm. 

(7) 3- (7- (3-^5^;i/- i-7a;-;i/:^5=-;i/A;w^^-f;i/) -f>i<u 

(8) 3- (8- l-yjL—j]yy^)vii3)Vj^^^jV) -1, 2, 

(9) 2- (8- (3-;»(^;i/- 1- (3, 5 -i^ji^JVy ^'^^l.itj 

;w^^'i';i/) -1, 2, 3, 4-7^h^t Kn^y u>-l— 1-;^) Bf^, 

(10) 2- (7- ( (3-;<5=-;P- 1- (3, 5-5?^5=-;P7 3iri;i/) 

(11) 8 - ( 3 1 - ( 3 , a. :r5=-;i/*;wN'^ 

-2-:^7^^i/:;b;i/7i?>^^ 

(12) 7 - ( 3 5=-;i/- 1 - ( 3 , 5 - 5^;i/7 :75^;i/:jb;w\'^ 
'T;!/) -2-^>\/7^>:!i3;i/:!}<>^s 

(13) 2- (7- (3-^^;i/-l- (3, b-V^=^)]/yx.-)]y) 

;w^^-r;w '^>\/7^>-2 — r;!/) 

(14) 7- ( (2- (^^^^S'U^- 7^-lr5^;i/) 7^^^) -2-^> 

(15) 7- ( (2- 1— rD>>V-f;i/) T^-/) -2- 

(16) 7- ( (4-^5^;i/-2- 1 — -f^^V^J'y-f ;b) it' 
- 2-^>vr:7^>:^7;i//}?>^^ 

(17) 2- (1- (2- (:h7^lx>- l->f;i/) rDl^;^ri;p) >f>K-;i. 
-3-'r^l/) B^K, 

(18) 2- (2-^5=-;!/- 1- (2- f;i/) rDlf;^-;!/) 

>f<-;i/-3->f;i') wm.. 
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(19) 3- (1- (2- (-^y^uy-i — r;v) rDtr:r-;i/) -f>K-;v 
-3— yuj^>m. 

(20) 3- (2-^^;i/- 1- (2- (::^7^1x>- 1— f;i/) ^01^::^^;^) 
5 (21) N- (3, 4-i?7;i/:^-D7 3i— ;i/:;^;i/7i^-;i/) -2- (1- (1- (:^ 

(22) N- (3, 4-i^7;i/:tn:7ain;i/;^;i/:i^-;V) - 2- (2-^9^;u- 
1- (1- (:^:7^J'l/>-l--r;W vr>H-;i/-3- 

10 ;v) S^i^T^ h\ 

(23) N- (3, 4-S^7;i/:tD7ni— ;i/;^;i/3}x-;i/) - 3-(i-(i-(:j- 

15 

1 4 . ^t^ifi 

(1) (2E) -3- (2- i6-yj^J^->^=^iy)]/:t=^->) -4- (-f ^ 

(2) 3- (2- (6-7i-;i/^d[i$/;i/;i-Jp$/) -4- (ir^\/— 1 - 

(3) N- (3, 4-i^7;i/:3t-D7 3^^;i/;^;i/3^— ;i/) -3- (2- (6-7 

-4- (tf^\/— 1 — f;v^^;i/) 73i-;i/) 

25 

1 5 . ih^lfi 
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(1) (2E) -3- (2- (2- (:^7>5^^>-2— r;i/) J^h^i/) -4 

(2) 4- (2- ( (2- (^^iJ'lxV-l — fjv) y'aji^^)]/) -y'^^) 

(3) 4- (2- ( (2- (±y^\y>-l-^JV) ZTtiJ^^^JV) T^^) 

(4) 4- (2- ( (2- — f;i/) rD>^iy>f;i/) iJ'^y) 
-4-7airz;i/;«3;w^^>f;V73;^;i/) :/^>^^ 

(5) 3- (2- ( (3-p<5^;i/- 1 ;v:75=-;i/) :;b;i//^^-f -4 

(6) N- (3, 4-i?7;i/;^n7 3i— -3- (4-i^Ty- 
2- ( (3-^5=-;W- 1-7 31— :i3;w\'^'i';i/) 7 3i:z;i/) rn 

(7) 3- (2- ( (3-^^;i/- 1 -7 31— ;i/7'5=-;i/) -4 
-s;?^>^;i/7^^7 3i-;i/) 7*D7i>K, 

(8) 3- (2- ( (3-^^;v- 1 -73in;i/r5^;p) >b;wt^-r;i/) -4 

(9) 3- (2- ( (3-^5^;i/-l- (3, 5-ypi5^;i/7 3i-;i/) 7*5^;^) 

-4-^>s^;i/T^y 7 3i-;i/) 7'Pv'^>^^ 

(10) 3- (2- ( (3-p«^;i/- 1- (3, 5-$^^^;i/7 3i:z;i/) 
*;w^^-f;i/) -4- (N-^>s^;i/-N-^5^;i/5^^y) 731-;)/) 7*0 

(11) 3- (2- (2- (:^7^V>-2— f;i/) 3LY^^y) -4- (N-7 
3i^;i/:fe;wt^^;i/) 731—;!/) zru?^i/m^ 

(12) 3- (2- ( (3-;<5=-;i^- 1- (3, 5-i?^^;i/7 3i-;v) 

-4-7 3i-;i/:tf;wt^-f;i/7 3i— 7p/i>^^ ^J:t|f 
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m 1 izmm(D^t^o 

1 6 . m^omm i izmm(D-i^^ ( i ) T*^^*vs<b-^. ^onmm. 

10 

18. E P 3*5 J;tf/*feJiE P 4S^#:©M'l4'fbJ3 J; ^mmifimm. Tn 

i^'^Aitm. mmi. mm. mm. &m. ^moo^^. mm. ;km. >^5^n 

wmmm. Bmmmm. ^^m^. ^mmmmm. ^mmm. 

tt^j&^f^s mmm. t^u-a. mm^m. >i>mmM. -^ifm. 
mmmb. mmmmn^Ltn^i^omm. nmmm. itm^m^. nm. rm. 

25 #^1*.. ±m'&nmm. ^mmm. mmmm. mm^i. mmm. nmmm^. 
mmm. sfmm. Mmfifi. imMM. mmm. ^fm^±. m.'imm. m 
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Box I Observations where certain daims were found unsearchable (Continuation of item 1 of first sheet) 



This Inteniational search report has not been established in reject of certain claims under Article 17(2)(a) for the following reasons: 



1. Q QaimsNos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



2. Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international seardi can be carried out, spedficaliy: 



3. QaimsNos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box n Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 

The technical feature common to the individual compounds (individual 
selections) as set forth in claim 1 is ^^a compound having antagonism to EP3 
and/or EP4 receptors". (There is no common technical feature, i.e., a 
chemical structure, etc. common to all of these selections.) 

As compounds having antagonism to EPS and/or EP4 receptors of prostaglandin 
E2 (PE2), however, there have been known compounds having the following 
chemical structures: 

a) compounds wherein ^''-alkylene group, etc. -carboxyl group, etc." and 
'^-alkylene group, etc. -phenyl group, etc." are bonded to a cyclopentane ring, 
etc. at the ortho positions and (continued to extra sheet) 

1 . As all lequiied additional sean^ fees were timely paid by the applicant, this international seazch report covers all searchable 
claims. 

2. As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 

3. Qjj As only some of the required additional search fees were timely paid by the applicant, this international seaidi report covers 

only those daims for whidi fees were paid, specifically daims Nos,: 



4. fx] No required additional search fees were timely paid by the applicant. Consequently, this international search report is 

restricted to the invention first mentioned in the daims; it is covered by claims Nos.: 1 to 6, 8 to 12 and 14 
to 18 



Remark on Protest ^ [ The additional search fees were accompanied by the applicant's protest. 

No protest accompanied the payment of additional search fees. 
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the cyclopentane ring, etc. has OH (WO 00/03980)/ WO 00/15608, WO 
01/49661, etc.); and 

b) compounds wherein ^*-0-alkylene-carboxyl group, etc." and ^^-S- 
containing alkylene group-phenyl group, etc." are bonded to a napthalene 
ring at positions other than ortho positions (WO 97/05091) . 

Accordingly, the technical feature common to the individual compounds 
(individual selections) as set forth in claim 1 cannot be considered 
as a special technical feature (i.e., a technical feature that defines 
a contribution which each of the claimed inventions, considered as a 
whole, makes over the prior art) . Thus, this international application 
fails to fulfill the requirement of unity of invention. 

(Scope of searching) 

Although it is stated in the description that a large number of 
specific compounds can be produced, nothing but the compound of Example 
8 (13) is indicated as being practically usable. 

Compounds capable of interacting with receptors are generally 
restricted to those having specific size, structure, functional group, 
hydrophi lie /hydrophobic nature, etc. Thus, it is hardly estimated that 
compounds largely different from the compound of Example 8 (13) in 
structure, etc. (for example, compounds wherein is an R^^-substituted 
tricyclic heterocycle (wherein R^^ is a C6-alkylene-W-C6 alkylene- 
bicyclic heterocycle) ; compounds wherein is a tricyclic heterocycle, 
etc.) have any antagonism to prostaglandin E2 (PGE2) EP3 and/or EP4 
receptors . 

Therefore, the relevancy of these compounds to the prior art 
cannot be judged (in particular, judgment on the inventive step wherein 
the effects should be taken into consideration) and no meaningful 
international search can be made thereon. 

Accordingly, no international search was made on the following 
compounds in the inventions relating to the compounds, etc. on which 
international search report should be formed as specified in the attached 
sheet of the form of payment of additional fee under the provision of 
Article 17 (3) (a) of PCT (i.e., inventions relating to compounds wherein 
n is 1 or 2 and Q is a group bonded to the ring B via carbon atom (for 
example, ''^-alkylene-Z-Cyc2"') , etc., and drugs containing the same as 
the active ingredient) : 

a) compounds wherein m is 1 or 2; 

b) compounds wherein B is a group other than benzene; 

c) confounds other than compounds wherein A-R^, D-R^ and Q are 
attached respectively at the 1- 2~ and 4-position of the benzene ring; 

d) compounds wherein A is a group other than alkylene, alkenylene 
or alkynylene; 

e) compounds wherein R^ is a group other than COOH, COOR^, 
CONR^SOaR* or CONR'^R^; and 

f ) compounds wherein D is a linking group other than O-alkylene 
(optionally having substituent, double bond or triple bond) or N- 
CO-alkylene (optionally having substituent, double bond or triple bond) . 
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